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DETAILED PATIENT LABELING
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against HIV infection (AIDS) and other sexually transmitted diseases.
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- -Any woman who

- APPRSVED

INTRODUCTION

s using oral ptives {the birth-control pill
or the pill) should understand the benefits and risks of using this form of
birth control. This leattet will give you much of the information you will need
1o make this decision and will also help you determine if you are at risk of
developing any of the serious side effects of the pill. It will tell you how to
use the pill properly so that it will be as etfective as possible. However. this
leaftet is not a replacement for a carefu! discussion between you and your
health-care provider. You should discuss the information provided in this
leatlet with him or her, both when you first start taking the pill and during
your revisits. You should aiso follow your health-care provider's advice with
regard to regular check-ups while you are on the pill.
EFFECTIVENESS OF ORAL CONTRACEPTIVES -
Oral contraceptives or “birth-control pills” or “the pill* are used to prevent
pregnancy and are more effective than other nonsurgical methods of birth
control. When they are taken correctly, the chance ot becoming pregnant
is less than 1.0% per year when used perfectly, without missing any pills.
Typrcal failure rates are less than 3.0% per year. The chance of becoming
pregnani increases with each missed pill during the menstrual cycle.
In comparison, typica! faiture rates for other methods of birth control during
the first year of use are as follows:
UD: 3%
Depo-Provera® (injectable progestogen): 0.3%
Norpilant® System (implants): 0.1%
Diaphragm with spermicides: 18%
Spermicides alone: 21%
Male condom alone: 12%
Female condom alone: 21%
Cervical cap

Nulliparous women: 18%

Parous women: 36%
Periodic abstinence: 20%
No methods: 85%

WHO SHOQULD NOT TAKE ORAL CONTRACEPTIVES

Cigarette smoking Increases the risk ot serious adverse eftects on
the heart and btood vessels (rom oral-contraceptive use. This risk
increases with ape and with heavy smaking {15 or more cigarettes
per day) and is quils marked in women over 35 years of age. Women
who vse oral contraceptives should not smoke.

Some women shoutd not use the pill. For example, you should not take
the pill it you are pregnant or think you may be pregnant. You should also
not use the pill it you have had any of the following conditions:

« Heart attack or stroke. .
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need elective surgery, need to Stay in bed tor a prolonged iflness, or have
recently delivered a baby. you may be at risk of developing btood clots.
You should consult your doctor about stopping oral contraceptives three
to four weeks betore surgery and not taking oral contraceptives for two
weeks after surgery or during bed rest. You should aiso not take orat
contraceptives soon atter delivery of a baby ot a midtrimester pregnancy
termination. It is advisable to wait for at least four weeks after delivery it
you are not breast-feeding. It you are breast-feeding, you should wait until
you have weaned your child before using the pill. (See also the section en
breast-feeding in "GENERAL PRECAUTIONS.")

2. Heart attacks and strokes

Oral contraceplives may increase the tendency to develop strokes {stop-
page or rupture of blood vessels in the brain} and angina pectors and heart
attacks (blockage of blood vessels in the heart). Any of these conditions can
cause death or serious disability.

Smoking greatly increases the possibility of suftering heart attacks and
strokes. Furthermore, smoking and the use of oral contraceptives greatly
increase the chances of developing and dying of heart disease.

3. Galibladder disease

Oral-contraceptive users probably have a greater risk than nonusers of
having galibtadder disease, although this risk may be related to pills con-
taining high doses of estrogens.

4. Liver tumors

In rare cases, oral contraceptives can cause benign but dangerous liver
tumors. These benign liver tumors can rupture and cause fatal internal
bieeding. In addition, a possible but not definite association has been
tound with the pilt and liver cancers in two studies in which a few women
who developed these very rare cancers were found to have used oral
contraceptives for long periods. However, liver cancers are extremely rare.
The chance of developing tiver cancer from using the pili is thus even rarer.
5. Cancer of the reproductive organs

There is, at present, no contirmed evidence that oral coniraceptives
increase the risk ot cancer of the reproductive organs in human studies.
Several studies have tound no overall increase in the risk ot developing

breast cancer. However, women who use oral contraceptives and have 3’
" strong tamily history of breast cancer or who have breast nodules or

abnormat mammograms should be closely tollowed by their doctors.
Some studies have tound an increase in the incidence ot cancer of the
cervix in women who use oral contraceptives. However. this finding may
be related to factors other than the use of oral contraceptives.
ESTIMATED RISK OF DEATH FROM A BIRTH-CONTROL METHOD OR PREGNANCY
Ali methods of birth control and pregnancy are associated with a risk of devel-
oping certain diseases which may lead to disability or death. An estimate of
the number of deaths associated with different methods ot birth controf and
pregnancy has been calculated and is shown in the foliowing table.

« Blood clots in the legs (thrombophlebitis}, lungs Y
or eyes.

« Blood clots in the deep veins of your legs.

» Known or suspected breast cancer or cancer of the lining of the uterus,
cervix or vagina.

= Liver tumor (benign or cancerous).

Or. if you have any of the following:

* Chest pain (angina pectoris).

* Unexplained vaginal bleeding (untit a diagnasis is reached by your doctor).

* Yellowing of the whites of the eyes or of the skin (jaundice) during
pregnancy or during previous use of the pill.

* Known or suspected pregnancy.

Tell your health-care provider if you have ever had any of these conditions.

Your health-care provider can recommend another method of birth control.

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES

Tell your health-care provider if you or any family member has ever hagd:

» Breast nodules, fibrocystic disease of the breast, an abnormal breast
X-ray or mammogram.

» Diabetes.

« Elevated cholestero! or triglycerides.

* High blood pressure.

* Migraine or other headaches or epilepsy.

» Mental depression.

» Gallbladdes, heart or kidney disease.

« History of scanty of irregular menstrual periods.

Women with any of these conditions should be checked often by their

health-care provider it they choose 1o use oral contraceptives. Also, be

sure to inform your doctor or heatth-care provider it you smoke or are on

any medications.

RISKS OF TAKING ORAL CONTRACEPTIVES

1. Risk of developing blood clots

Blood clots and blockage of blood vessels are the most serious side

effects of taking oral contraceptives and can be fatal. In particular, a clot

in the legs can cause thrombophlebitis and a clot that travels to the lungs

can cavse a sudden blocking of the vessel carrying blood to the lungs.

Rarely, clots occur in the blood vessels of the eye and may cause blind-

ness. double vision, of impaired vision. If you take oral contraceptives and

ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS
ASSOCIATED WITH CONTROL OF FERTILITY PER 100,000 NONSTERILE
WOMEN. BY FERTILITY-CONTROL METHOD AND ACCORDING TO AGE
Method of control and outcome  15-19  20-24 25-23  30-34  35-39 40-44

No fertilty-controt methods* 7.0 74 9.1 148 257 282
Oral contraceptives

nonsmoker”* 03 05 09 19 138 316
Oraj contraceptives

smoker** 2.2 34 66 135 511 1172
fup** 08 08 1.0 1.0 14 14
Condom* 1.1 16 07 0.2 03 04
Diaphragm/spermicide” 19 12 1.2 1.3 22 28
Periodic abstinence® 2.5 1.6 16 17 29 36

“ Deaths are birth-relaled
" " Deaths are method-related

In the above table. the risk of death from any birth-conirel method is less
than the risk of childbirth, except for oral-contraceptive users over the age
of 35 who smoke and pill users over the age of 40 even it they do not
smoke. It can be seen in the table that tor women aged 15 to 39, the risk
ot death was highest with pregnancy (7 to 26 deaths per 100,000 women,
depending on age). Among pill users who do not smoke, the risk of death
was always lower than that associated with pregnancy tor any age group,
except for thase women over the age of 40, when the risk increases to 32
deaths per 100,000 women, compared to 28 associated with pregnancy
at that age. However, for pill users who smoke and are over the age of 35,
the estimated number of deaths exceeds those for other methods of birth
control. If a woman is over the age of 40 and smokes, her estimated risk
ot death is four times higher (117/100,000 women) ihan the estimated
risk associated with pregnancy (28/100,000 women) in that age group.

The suggestion that women over 40 who don't smoke shoutd not take oral
contraceptives is based on information $fom older high-dose pills and on
less-selective use of pills than is practiced today. An Advisory Committee
of the FDA discussed this issue in 1989 and recommended that the bene-
fits ot oral-contraceptive use by healthy nonsmoking women over 40 years
ot age may outweigh the possible risks. However, all women, especially
older women, are cautioned to use the lowest-dose pil that is effective.
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WARNING SIGNALS

it any of these adverse effects occur while you are taking oral contracep-

tives, call your doctor immediately:

= Sharp chest pain. coughing of blood, or sudden shortness of breath
{indicating a passible clot in the lung).

+ Pain in the calt (indicating a possible clot in the teg).

« Crushing chest pain or heaviness in the chest (indicaling a possible
heart attack).

» Sudden severe headache or vomiting. dizziness or fainting, disturbances
of vision or speech. weakness. or numbness in an arm or leg {indicating
a possible stroke).

= Sudden partial or complete toss of vision (indicating a possible clot in
the eye).

« Breas! lumps {indicating possible breast cancer or tibrocystic disease of
the breast; ask your doctor or health-care provider 1o show you how to
examine your breasts).

» Severe pain or tenderness in the stomach area (indicating a possibly
ruptured liver tumor).

« Difficulty in sleeping, weakness, lack of energy, fatigue. or change in
mood (possibly indicating severe depression).

* Jaundice or a yellowing of the skin or eyeballs, accompanied trequently
by fever, fatigue, loss of appetrte. dark-cotored urine, or light-calored
bowet movements (indicating possible liver problems).

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal bleeding

irregular vaginal bleeding ar spofting may occur white you are taking the

pills. drregular bleeding may vary trom slight staining between menstruat

* periods to breakthrough bleeding which is a flow much like a regular period.

Irregular bteeding occurs most often during the first few months of oral-
contraceptive use. but may also occur atter you have been taking the pill
for some time. Such bleeding may be temporary and usually does nrot
indicate any serious problems. It is important to continue taking your pills
on schedule. it the bleeding occurs in more than one cycle or lasts for
more than a few days. talk to your doctor or health-care provider.

2. Contact lenses A

It you wear contact tenses and notice a change in vision or an inability to
weas your lenses, contact your doctor or heaith-care provider.

3. Fluid retention

Oral contraceptives may cause edema {fuid retention) with swelling o1 the
fingers or ankles and may raise your blood pressure. It you experience
fluid retention, contact your doctor or health-care provider.

4. Melasma

A spotty darkening of the skin is possible, particularly of the lace.

5. Other side effects '

Other side eftects may include change in appetite, headache, nervousness.
depression, dizziness, loss of scalp hair, rash, and vaginal infections.

1 any of these side etfects bother you, call your doctor or heatth-care provider.
GENERAL PRECAUTIONS

1. Missed periods and use of oral contraceptives before or during early pregrancy.
There may be times when you may not menstruate regularly atter
you have completed taking a cycle of pills. It you have taken your pills
regularly and miss one menstrual period, continue taking your pills tor the
next cycle but be sure to inform your health-care provider before doing
so. i you have not taken the pills daity as instructed and missed a
menstrual period. or it you missed two consecutive menstruat periods,
you may be pregnant. Check with your health-care provider immediately
to determine whether you are pregnant. Do not continue to take orat
contraceptives untd you are sure you ase not pregnant, but continue to
use another method of contraception.

There is no conclusive evidence that orak- ptive use is
with an increase in birth defects, when taken inadvertently during early
pregnancy. Previously, a tew studies had reported that oral contraceptives
might be associated with birth defects, but these studies have not been
confirmed. Nevertheless. oral contraceptives or any other drugs should
not be used during pregnancy unless clearly necessary and prescribed by
your doctor. You should check with your doctor about risks to your
unborn child of any medication taken during pregnancy.

2. While breast-feeding

If you are breast-feeding, consult your doctor before starting oral contra-
ceptives. Some of the drug will be passed on 10 the child in the milk. A tew
adverse effects on the child have been reported, including yellowing of the
skin (jaundice) and breast enlargement. in addition, oral contraceptives
may decrease the amount and quality of your mitk. if possible, do not use
oral contraceptives while breast-feeding. You should use another method
of contraception since breast-feeding provides only partial protection trom
becoming pregnant and this partia! protection decreases significantly as
you breast-feed for longer periods of time. You should consider starting
oral contraceptives only atter you have weaned your child completely.

3. Laboratory lests

I you are scheduled for any laboratory tests, tell your doctor you are taking
birth-control pills. Certain blood tests may be affected by birth-controt pills.




4 Drug inferactions

Certain drugs may interact with birth-contro! pills to make them less
effective in preventing pregnancy or cause an increase in breakthrough
bleeding. Such drugs mclude ritampin, drugs used for epilepsy such as
barbiturates (for example. phenobarbital) and phenytoin (Dilantin is one
brand of this drug), phenyibutazone {Butazolidin is one brand) and possi-
bly certain antibiotics. You may need to use an additional method of con-
traception during any cycle in which you take drugs that can make oral
contraceptives iess effective.
This product (like all oral contraceptives) is intended to prevent preg-
nancy. It does not protect against transmission of HIV (AIDS) and other
sexually transmitted diseases such as chlamydia. genital herpes, genital
warts, gonorrhea, hepatitis B. and syphilis.
HOW TO TAKE THE PILL
This product {ike all oral contraceptives) is intended to prevent preg-
nancy. It does rot protect against transmission of HIV (AIDS) and other
sexually transmitted diseases such as chlamydia, genital herpes, genital
wart3, gonorrhea, hepatitis B, and syphilis.
IMPORTANT POINTS TO REMEMBER
BEFORE YOU START TAKING YOUR PILLS:
1. BE SURE TO READ THESE DIRECTIONS.
Betore you start taking your pills.

And
Anytime you are notsure what to do.
2. THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PILL EVERY DAY
AT THE SAME TIME. It you miss pills you could get pregnant. This
includes starting the pack late. The more pills you muss. the more likely
you are 1o get pregnant.
3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING. OR MAY FEEL
SICK TO THEIR STOMACH DURING THE FIRST 1-3 PACKS OF PILLS.
It you feel sick to your stomach. do not stop taking the pill. The problem
will usually go away. If it doesn't Qo awiay. check with your doctor or clinic.
4. MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING.
even when you make up these missed pills. On the days you take 2 pills to
make up tor missed pills, you coutd also feei a little sick to your stomach.
5. IF YOU HAVE VOMITING OR D!ARRHEA. for any reason, or IF YOU
TAKE SOME MEDICINES, including some antibiotics. your pills may not
work as well. Use a back-up method (such as condoms or foam) until you
check with your doctor or clinic,
6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL. talk to
your doctor or chnic about how to make pill-taking easier or about using
another method of birth control.
7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFOR-
MATION IN THIS LEAFLET, call your doctor or clinic.
BEFORE YOU SYART TAKING YOUR PILLS
1. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL. It is
important 1o take it at about the same time every day.
2. LOOK AT YOUR PILL PACK TO SEE IF IT HAS 21 OR 28 PILLS.
The 21-pill pack has 21 “active® orange pilts (with hormones) to take for
3 weeks, followed by 1 week without pills.
The 28-pil pack has 21 *active” orange pills {with hormones) 10 take tor 3
weeks, followed by 1 week of “reminder” light-green pilis {without hormones).
3. ALSO FIND:
1) where on the pack to stant taking pills,
2) in what order 1o take the pills (foltow the arrows) and
3) the week numbers printed on the pack.

Example Only:

orange-colored tablets

light-green tablets —

4. BE SURE YOU HAVE READY AT ALL TIMES:

ANOQTHER KiND OF BIRTH CONTROL (such as condoms or foam) to use
as a back-up in case you miss pills.

AN EXTRA, FULL PIL]. PACK.

WHEN TO START THE FIRST PACK OF PILLS:

You have a choice of which day 1o start taking your first pack of pills.
Decide with your doctor or clinic which is the best day for you. Pick a time
ol day which will be easy to remember.

DAY 1 START:

1. Pick the day 1abel strip that starts with the fist day of your period (this
is the day you stan bleeding or spotting, even if it is atmost midmght
when the bleeding begins).

2. Place this day label strip on the Cycle tablel dispenser over the area
that has the days of the week (starting with Sunday) printed on the
dispensing card.

Pick Correct Day tLabel THU FRI SAT SUN MON TUE wEDI

Peel and place labe! here.
Example
Only:

i
LT
—

Ty

Note: If the tirst day of your period is a Sunday. you can skip steps #1 and #2.

3. Take the first “active® [orange-colored] pill of the first pack during the
first 24 hours of your period.

4. You will not need to use a back-up method of birth control, since you
are starting the pill at the beginning of your period.

SUNDAY START

1. Take the first “active’ [orange-colored] pilt of the first pack on the
Sunday after your period starts. even il you are still bleeding. It your
period begins on Sunday. start the pack that same day.

2. Use another method of birth control as a back-up method if you have sex
anytime trom the Sunday you start your first pack until the next Sunday
(7 days). Condoms or toam are good back-up methods of tirth control.

WHAT TO DO DURING THE MONTH

1. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS
EMPTY.

Do not skip pills even if you are spotting or bleeding between monthly

periods or feel sick 1o your stomach {nausea). -

Do not skip pills even if you do not have sex very often.

2. WHEN YOU FINISH A PACK OR SWITCH YOUR BRAND OF PILLS:

21 pifis; Wait 7 days to start the next pack. You will probably have your

period during that week. Be sure that no more than 7 days pass between

21-day packs.

28 pills: Stan the next pack on the day after your last ‘reminder” pill. Do

not wait any days between packs.

WHAT T0 DO IF YOU MISS PILLS

I you MISS 1 orange “active” pill:

1. Take 1t as soon as you remember. Take the next pill at your regular time

This means you take 2 pifls in 1 day.

2. You do not need to use a back-up birth-control method if you have sex.

I you MISS 2 orange “active” pills in a row in WEEK 1 OR WEEK 2 ol your

pack:

1. Take 2 pills on the day you remember and 2 pills the next day.

2. Then take 1 pill a day until you finish the pack.

3. You MAY BECOME PREGNANT if you have sex in the 7 days ater you

miss pifls. You MUST use another birth-control method (such as condoms

or foam) as a back-up for those 7 days.

It you MISS 2 orange “active” pills in a row in THE 3rd WEEK:

1. i you are 3 Day 1 Starter:

THROW OUT the rest of the pill pack and start a new pack that same day.

It you are a Sunday Starter:

Keep taking 1 pill every day unti Sunday.

On Sunday. THROW QUT the rest of the pack and start a new pack of pills

that same day.

2. You may not have your period this month but this 1s expected.

However. if you miss your period 2 months in a row, call your doctor or

clinic because you might be pregnant.

3 You MAY BECOME PREGNANT it you have sex in the 7 days atter you

miss pills You MUST use another birth-control method (such as con-

doms or foam) as a back-up for those 7 days.

If'you MISS 3 OR MORE orange “active’ pills in a row {during the first 3 weeks):

1. It you are a Day 1 Starter:

THROW QUT the rest of the pill pack and start a new pack that same day.

I you are a Sunday Starter:

Keep taking 1 pil every day until Sunday.

On Sunday. THROW OUT the rest of the pack and start a new pack of pills

that same day.

2. You may not have your period this month but this is expected

However, it you miss your period 2 months in a row, call your doctor or

clinic because you might be pregnant.

3. You MAY BECOME PREGNANT if You have sex in the 7 days atter you

miss pills. You MUST use another birth-controt method (such as condoms

or {oam) as a back-up for those 7 days.

A REMINDER FOR THOSE ON 28-DAY PACKS:

it'you forget any of the 7 light-green “remindes” pills in Week 4.
THROW AWAY the pills you missed.

Keep taking 1 pill each day until the pack is empty.

You do not need a back-up method if you start your next pack on time,

FINALLY, IF YOU ARE STILL NOT SURE WHAT T0 DO ABOUT THE PILLS
YOU HAVE MISSED:

Use a BACK-UP METHOD anytime you have sex.

KEEP TAKING ONE PILL EACH DAY until YOu can reach your doctor or clinic,
Pregnancy due to pill failure

The incidence of pill failure resulting in pregnancy is approximately less
than 1.0% if taken every day as directed, but more typical failure rates are
less than 3.0%. If tailure does occur, the risk to the fetus is minimai,
RISKS T0 THE FETUS

1f you do become pregnant while using orat contraceptives. the risk 1o the
fetus is small. on the order of no more than one per thousand. You should,
however, discuss the risks 1o the developing child with your doctor.
Pregnancy atter stopping the pit

There may be some delay in becoming pregnant after you stop using oral
contraceplives, especially if you had irregular menstruat cycles betore you
used oral contraceptives. It may be i o [3 i
untit you begin menstruating regularly once you have stopped taking the
pill and desire pregnancy.

There does not appear to be any increase in birth defects in newborn
babies when pregnancy occurs soon after stopping the pill

Overdosage

Serious ill effects have not been reported following ingestion of large
doses of oral contraceptives by young chitdren. Overdosage may cause
nausea and withdrawal bleeding in females. In case of overdosage, contact
your heaith-care provider or pharmagist.

Other intormation

Your health-care provider will take a medical and family history
betore prescribing oral contraceptives and will examine you. The physical
examination may be delayed to another time it you request it ang the
heatth-care provider believes that it is appropriate to postpone it. You
shoutd be reexamined at feast once a year. Be sure to inform your heatth-
care provider if there is a family history of any of the conditions listed
previously n this leafiet. Be sure to keep all appointments with your
health-care provider, because this is a time to determine if there are early
signs of side eftects of oral-contraceptive use,

Do not use the drug for any condition other than the one for which it was
prescribed. This drug has been prescribed specifically for you: do not give
it to others who may want birth-controt pills.

HEALTH BENEFITS FROM ORAL CONTRACEPTIVES

In addition to preventing pregnancy. use ot oral contraceptives may provigs

certain benefits. They are:

* Menstrual cycles may become more regular.

* Blood flow duning menstryation may be fighter. and less iron may be
lost. Therefore, anemia due 10 iron deficiency is less likely 1o occu:.

 Pain or other symptoms during menstruation may be encountered less
frequently.

= Ovaran cysts may occur less frequently.

= Ectopic (tubai) pregnancy may occur less 1requem_!y;__. .

* Noncancerous cysts or lumps in the breast may occur less trequenll_\'.' .

* Acute pelvic inflammatory disease may occur.less frequently.

= Oral-contraceptive use may provide some protection against developing
two forms of cancer: cancer of the ovaries and cancer of the kmng of
the uterus.

It you want more intormation about birth-controf pills. ask your doctor or

pharmacis!. They have a more technical featlel called the Protessional

Labeling which you may wish 1o read.

DURAMED PHARMACEUTICALS, INC.
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Ctinlcal Phatmacoiogy

Combination oral contraceptives act by suppression of Qonadoiropins. Although
the pnmary mechanism ! this action is inhibition of ovulation. other afterations
include changes n the cervical Mutus (which increase the dithculty of sperm entry
wmio the wterus) and the endomeinum {which reduce the likelinood of implanta-

tion).

PHARMACOKINETICS

Absortion

No speciic investigation of the absolute Dioavailability o Aviane™ (levonorgestrel
and elhiny! estradiol umm? in humans has been conducted. However. lnerature
ngicates that ievono ¢l is rapidly and completely absorbed after oral agmin-
\strahion (Digavailabibfy apout 100%) and 1s not subject 10 hrsi-pass metabohsm.
Ethiny! estradiol 1s rapsd! and aimos completety "absorbed from the gastroimesti-
naj tract but. oue 10 Tirst-pass 'metabolism i gul MuCesa and fiver, the bioavail-
abilty of ethinyl estradiol 18 between 38% and 48%.

Ater a single dose of gestrel and ethinyl estradiol 0.10 mg/0.02 m tablets.
to 22 women under fashing conailions. maximym Sefum CONCentrations of lev-
onorgestrel are 2.8 « 09 ng/mb (mean 2 SD) at 1.6 2 0.9 hours. Al steady s1ale.
attained trom 03y 19 onwafds. maximum levonorgestrel concentrations 0 6.0 ¢
2.7 np/mL are reached at 1.5 + 0.5 hours atter the daily ogse. The mimmum serum
fevels of ievongrgestrel al. sic:aﬂ!e state are 1.9 ¢ 10 ng/mi. Opserved lev-
gnorgestrel concentrations incr N day 1. ays
imutlipie doses) by 34% and 96%. rumlml*(?mure 1). Unbound levonorgestrel
concentrations Increased trom 03y 1 10 days b and 21 by 25% ar >
ively. The kinetics ot total levonorgestrel are non-linear due 10 an increase in bind-
ng of mnmgﬁstrel 10 sex hormone mnmn%ololmhn. SHBG). which 1S atinbuted
‘e%t'r%’fofm y the dail administration of ethiny!
Following a single dose. maxi serum of ethinyl diol ot 62
s 21 po/ml are reached al 1.5 £ 0.5 hours. Al steaty state. atatned from at ieast
day 6 onwards, maxmum trations of ethinyl estradiol were 77 = 30 pg/mL.
ang were feached at 1.3 2 0.7 hours after the “’g dose. The mimmum Serum lev-
wis of ethiny estradiol at steady state are 105+ 5.1 Sg/ -
Centrations did not increase from days 1 t0 6. but 010 increase by 19% trom days
1 to 21 (Figure 1).

FIGURE Y
Mean (SE) pestrel and ethinyl estradio! sefum concentrations in 22 sub-
jects receving 100 pg 1o 0 ) and 20 yg ethinyt estradiol
L1 o
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Levonorgestre! Ethiny! Estragiol

wumamammmmmm

TABLE 1: MEAN (SD) PHARMACOKINETIC PARAMETERS OF mmv&am and
ethinyl estradiol. 0.10 mg/0.02 my tablets OVER A 21-DAY DOSING PERIUD
tevonorgestrel
Crrax Trmax X oF vif  S6
Dy ngmi ) ngtvmi mibkg g nmolt,
i TTo (08 1609 21128 SIT8 2661108 57018
[ 2079 1507 46500188) 40B(AS) 206086) 81 (251
a g0MREs) 1505 6A3(RS) 284003 1 A3(062) 93440)
Unbound Levonongestel
pgmi. h portwnl uvg ug N%
1 20128 16(09) 6@ 27909 1359(418) 1.82(030
6 o 1507  THN(M0) 2241059 1124{405) 1.80(024)
2 006069 1505 77Uy 1571045 TBE 297) 178(019)
Ethiny Estradol
1 205 1505  e3(@2h %6704 4307
6 76738 1307 S4B 61001%) 15540
2 ©3mM2)  14(06)  TB08) 4% (179)  124(4%)
Distrpntion

- mems v QUBNG Ethint estragiol 15 abont
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Time (hOUrs) Time ¢nours:
>Day1eDay6alay2t >Day 1 @ Dav 6 & Day 2t
Levonorgestre! Ethmyl Estragio!
Tabie | prowges a summary of a0 ethwv et
TABLE 1: M SD} PHARMACOKINETIC PARAMETERS OF levonorgestrel ang
em:l";YE' slm%.nu.(lo mg/0.02 mg tatlets OVER A 21-DAY DOSING PERI%L‘
Levonorpestre!
T A oF vazé S86
Doy L n ol amolt
1 2751088 16i091 3520128 S37¢206: 2664100 57(16
6 452(179)  15(07) 4601881 40811451 2051086 8125
2 600(285) 1505 683{R5 284103 13O W0
Unbound Lavonomestie
pm_- - h i g f,
1 512029 16109: 640D 27309 1391316 120X
3 TIS200 1507,  TOH(A0 224053 11241205 180024
2 1006369 1505 177452 1574049  7B6(29T. 178019
£t Estraoot
h

1 62005  15(05) €532zt 967204 337
6 767099 1307y  604(231) 6100196 155140
2 R3(382) 4@ 776308 4B 1246
Distnbution -
Levonorgestrel in serum js pnmaritv.ound to, SHBG, Ethiny estradiol 15 about
97% nognu 10 plasma al'gulr’mn. Ethiny! estradiol does not bind 10 SHBG. but
snouces SHBG synthesis.
Metabolism

Levonorpesirel: The most important metabolic pathwav occurs n [ne reduction of

the A4-3-0x0 @roup and hydroxyiation at

1ens 2a. 115, and 163, tollowed by

conjugation. Most of the metabolites that circulale m the blood are suftates o!
3a,of-tetral uro—monurutcslm. while excretion occurs predgominantly in the torm

ot ﬂucumm les. Some of
Me!

he parent levonorgestre) also circulates as 17y-sultate

DOlIC Clearance rates ditter amonQ individua!s by severaliola. and thrs may
account in part for the wide vanation observed m levonorgestre! concentra-

hons among users.

Ethinyt A P450

Cy Y
for the 2-hydroxylation thal 1s the major oxida
Ine is turther transtormed by methylation an

fecal excretion. Levels of Cytochrome P450

als and can explain the vaniation (n rates of ethinyl estraciol 2-hy

CYP3A4) in the hiver are responsible
ve reaction, The 2-hydroxy melabo:

lucuronidanion prior 1o urinary and
P3A) vary mue&v among individu-
g

cslutadlol 18 excreted in the unne and teces as g
an v P

Excretion

The elimination halt-Isfe tor 0 15
state,

36 ¢ 13 hours at steady

Levonorgesirel and its metabotites are nvnm;rir’v excreted n the unne %40‘.'. 1o

68%) ang about 16% to 48% are excrei

ethinyl estradiol is 18 ¢ 4.7 hours a1 sieady state.

SPECIAL POPULATIONS
Race

ed in feces. The enmination hali-hie of

Based on the pharmacokinetic study with levonorgestrel and ethinvl estradiol
0.10 mg/0.02 mg tabiets. there are no apparent differences in pharmacokinehc

paramelers amonp women of difterent races

Hepatic insuttciency

No formal studies have evaiuated the eftect of negnic disease on the gisposit:on ot

Aviane™ (tevonorgestrel and ethiny) estradiol) ta

fe1s. However. sieroid hormones

may be poony metabotized m patients with impaired tver funchion.

Renal insutticiency

xo lol{r_lal stugdies have evaluated the etect of renal disease on Ihe disposition of
viane'™,

Drug-Drug interactions

Interactions between ethinyl estragiol and other grugs have been reponed in the

Inerature.

* Interacnons with Absorption: Diarthea may mcrease gastromtestinal motilty

ang reguce hormone absorption. Similarty. any dru
Sit time may reduce hormone concentrations in the

* Interactions with Metabolism:
G: wall: ion of eth

the, g 3 3
inhibitors for sulfation in )me Gi wall may i

ability (e.g.. ascordic acid;

gnwhlch reduces gut tran-
tood.

has been shown o occur in
Orugs which act as competitive
crease ethinyt estradol bioavail-

Hepatic metabolism: Interactions can occur with drugs that inguce microso-
ethinyl [ {e.g.

mal_enzymes which can

ritampin;

* Interterence with Enterohepatic Circulation: Si

ome chinical reports suggest that

enterohepatic cwculation of estrogens may decrease when certain antibiotic
agents are given. which may reduce ethiny! estradio! concentrations {e.9..

ampicilin, tetracyciine).

* Interterence in the Metabolism of Other Druy

s: Ethinyl estradio) maY interfere
9 2

with the metabolism of other drugs by mnimfm hepatic micrasomal enzymes

or by inducing hepalic Grug conjuganon,
v H d tissue

Accordingly. plasma an
{eg..

particularly glucuromidation.
may either be increased or

Indications and Usage

Onal contraceptives are indicated tor the prevention o! pregnancy in women who
elect 10 use this product as a method of contraception.
Oral contraceptives are highly etfective. Tabie Il fists the typical ?,c:menlal meq-'

ther of

nancy rates tor users of combination oral ¢

and o

contraception. The efficacy of these contraceptive methods. except sterilzation. the
1UD. and Norplant ~ System. depends upon the reliabihty with which they are used.
Correct and consistent use of methods can result in tower failure rates.

TABLE II: PERCENTAGE OF WOMEN EXPERIENCING AN UNINTENDED PREGNANCY
DURING THE FIRST YEAR OF USE OF A CONTRACEPTIVE METHOD

Method Pertect Use Typical Use
Norplant” System (6 capsules) 01 0.t
Male sterilization 0.1 0.15
Femaie stenlzation [ 04
Depo-Provera: (injectable progestogen) 03 0.3
0Oral contraceptives 3

Combined 0.1 NA
" Progestin onty 05 - NA
D

Progesterone 15 20

Copper T 380A 06 [+ ]
Condom [mate) withoul spermicide 3 1?2

(female) without spermicide 5 ral
Cervical cap

Nuliparous women 9 18

Parous women 26 36
Diaphragm with spermicidal

cream or jelly 6 18
Spermicides alone

{foam. creams. jellies. and vaginat

supposttores) 2
Penodic abstinence (all meinods) 1-9° 20
Withdrawa! 4 19
No ¢ y) 85 85
NA - not avaitable
“Dx ing on method 1

Adapted from Hatcher RA et al.. Contraceptive Technology. 161h Rewised Edition

New York. NY: Irvington Pubnishers. 1994
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1n a clinical tral with v and ethinyl 0.10 mg/0.02 mp tadlets.

1,477 subjects had 7.720 cycles of use ang a total of 5 pregnancies were reported.
This represents an overall pregnancy rate of 0.84 per 100 woman-years. This rate
incluges Palients Who did not take the drug correctly. One or more pilis were
missed during 1.479 (18.8%) of the 7.870 cycles: thus all tablets were taken du'-
ing 6391 (81.2%) of e 7.870 cycles. Of the total 7.870 cycles. 2 TRar o 150--

were excluded trom the caiculation of the Pean index due to the use of back-
up contraception and/or mussing 3 of more consecutrve pils,

Contralndications )

Oﬁmmmmunmm\seOmwmmwmnmm condtions’
s or

A past history of geep-vesnt or

Cerebrovascular or coronary ariery disease
Known Of Suspected carainoma ot the breast
Carcinoma of the endomeinum of other xnown Of suspected estrogen-gependent

neoplasid
Undiagnosed abnormal genital bleeding )
C jaungice of preg or jaundice with pnor pill use

Hepatic adenomas Of carcinomas
Known o suspected pregnancy

Wamnings

Cigarstto smoking increases the risk of serious cardiovascolar sige
oftucts trom oral-contraceptive use. This risk Increases with age and with
hoavy smoking (15 or more garsttes pes 62y) and is quite marked in
mnmvhnlumlw.wemmmmlmﬁmmu

‘e strongly advised not to smoke.

The use of orai ¢ is o with nsks of several serious

i myocardial ism. stroke, hepatic neo-
piasia, ga aisease. and hyp i the nsk of senous morbid-
ity ar monality Is very small in healthy women without underlying risk factors, The

nsk of ity and 0 n the of other
ungertying nsk factors such as hypertension, hyperhpidemias. obesity and dia-
betes.
Practitioners prescribing oral contraceptives should be familiar with the tollowing
information refating to these risks.
The mtormation contained 1n this package insert is principally based on studies
carned out in patients who used orat contraceptives with higher tormuiations of
gens and prog than those n use 1003y. The ettect of long-
term use of the oral contraceptives with lower doses of both estrogens and
progestogens remains to be determined
Throughout this fabehing. episemiological studies reported are of two types: retro-
spective or case control studies and prospective of cohont studies. Case comtrol
stugies provide a measure of he relative nsk of disease. namely, 3 rato of the nci-
dence of a disease among oral-contraceptive users to thal among nonusers. The
relative risk does not provioe infofmation on the actual clinica) cccurrence of a dis-
ease. Cohort studses provioe a measure ot attributable risk. which is the ditierence
in the incidence of disease between oral-C users and The
attributable risk does provide information about the actual occurrence ot a disease
in the For turther i the reades ts referred o a texi on epi-
demioiogical methods.
1. THROMBOEMBOLIC DISORDERS AND OTHER VASCULAR PROBLEMS
a. Myocargial Infarchon
An increased risk of myocardial i h3s been to oral
use This fisk 15 pnMArily 1n smokers or women with other undertying risk factors
for coronary-aniery disease such as hypertension, nypercholesterciemia. morbid
obesity. and diabetes. The relative nsh of heart arack for current ora-contraceptive
wsers has been estimated 1o be two 10 Six. The fisk is very low under the age of 30.
ing m i with oral use has been shown to contribute
substantially to the incigence of myocardial infarchion in women in their mig-thir-
ties or older with smoking accounting for the majonty of excess cases. Mortality
rates associaled with circulatory disease have been shown to increase substantial-
Iy in smokers over the age of 35 and nonsmokers over the age of 40 (Tadle Ili)
among women who use oral contraceptives.

CIRCULATORY DISEASE MORTALITY RATES PER 100.000 WOMAN YEARS BY

AGE. SMOXING STATUS AND ORAL-CONTRACEPTIVE USE

07 canvum P et Oral contraceptives may Com-
2 mcommcnsac: | avnma pound the effects of well-

P g S == known nsk factors. such as

YD diabetes, hyper-
lipidemias, age and obesy. In
particular. some progesiogens
are known to decrease HOL
chotestero! and cause glucose
ntolerance, while estrogens
may create 2 siate of hyperin-
sulinism. Oral contracepives
have been shown 1o increase
blood pressure among users
(see sechon 9 in “Waraings').
Similar ettects on risk factors
have been associated with an
increased risk of heart disease.
Oral contraceptives must be
used with caution in women
with cardiovascular Uisease
risk factors.

..h Thromboembohsm

Mid.by: DURAMED PHAR
CINCINNATI, OH

s

B




ly in smokers over the age of 35 and nonsmokers over the age of 40 (Tabie i)

among women who us2 oral CONTraceptives.

CIRCULATORY DISEASE MORTALITY RATES PER 100.000 WOMAN YEARS BY
AGE, SMOKING STATUS AND ORAL-CONTRACEPTIVE USE

J— Orat contraceptives com-
B s, ] pound the enzt:ism;ly well-
[ = N known fsk tactors. such as
hypertension. Giabetes. hyper-
fipoemias. age ang obesiy. in
parbcular. some progestogens
are known 1o decrease HDL
cholesterol and cause glucose
intolerance. while estrogens
may create a state of hypenn-
suinsm. Oral contracepives
have been shown to mcrease
blood pressure amonQ users
(see section T in "Wammngs ',
Simdar eftects on nsk factors
have been assocated with an
increased risk of fieart drsease
Oral contraceptives must De
used with caution n women
with cargiovascuiar disease
nsk factors.
b. Taromboembolism
An increased nsk of throm-
boembouc and thrombotic
disease associated with the
e e e e e e ... USE O OF2! CONIRACEPLIVES 15
TABLE 1. (Aoapted from PM. Layde and V. Beral, wei) estabhshed. Case contro!
Lancet, 7541-546.188Y)  stugies have found the reia-
1ive nisk of users compared 10 non-users 1o be 3 for the hirst episode of superhicial

venous thrombosis. 4 (0 11 for uzeD-mn or \ ang -

1.5 10 6 tor women with tor venous ts-
ease. Cohont studies have shown the ttlauv: nsk to be somewhat lower. abou! 2
tor new cases and about 4.5 for new cases requinng hospitatzation. The risk of
thromboembolic disease due 10 0ral contraceptives s not retaled to length ot use
and disappears after pilt use is stopped.

A two- 10 four-old tncrease in relative nsk of postoperative thromboembolic com-
plications has been reported with the use ol 0ra! contraceplives. The relative nish
of venous thrombosis in women who have predrspesing condiions is twice that ot
women withoul Such medical conditrons. It teasibte. oral contraceptives should be
discontinued 21 least tour weeks prior 10 and tor two weeks after elective surgery
01 a type associated mln an increase in nisk of thromboembolsm and dunng and

9 P Since the tmmediate post-partum penod s
also vnxn an i nsk of orat
shoutd be started no eartier than tour 10 Six weeks after delivery in women who
etect not to breast-leed. or a mi pregnancy

€. Cerebrovascular oiseases
Ora! coniraceptives have been shown to increase both the refative and attnibutable
risks of ¢ events and hemorrhagic steokes). although.
in general. tne nsk is greatest among older (>35 years), hypertensive women who
also smoke. Hypertension was tound to be a nsk factor for both ysers ang
nonusers, for both types of sirokes. while sSmoking mteracted 10 inCrease the rish
tor hemorrhagic strokes.
In 2 Iarge study. the relative risk of thrombolic Strokes has been shown to range
{rom 3 tor normatensive users to 14 for users with severe hypertenswon. The refa-
ive nisk of hemorrhagic stroke s reported to be 1.2 tor nonsmokers who used orat
contraceptives. 2.6 for smokers who did not use oral contraceptives. 7.6 for Smoh-
ers who used oral contraceptives, 1.8 for normotensive users and 25 7 for users
with severe hypenension. The attributable nsk is also greater in older women.
d. Dose-related nsk of vascular disease from oral comraceptives
A posrtive association has been observed between the amouni of estrogen and
in orai and the risk of vascular disease. A decline in
serum fugh-density ipoproletns {HDL) has been reported with many progestation-
al apents. A dechne n Serum high-gensity hpoproteins has been associated with an
increased incidence of schemic heart disease. Because estrogens increase HDL
chotesterol, the nel etiect of an oral contracepive depends on a balance achieved
between doses of estrogen and progestogen and the nature and absotute amoun
ol progestogen used in the contraceptive. The amount of both hormones should be
consmved in the choice ot an oral contraceptive.

10 pen ang is in keeping with good princi-
ples of mmoeu‘ncs For any particutar estrogen/progestogen combination. the
dosage regimen prescnbed should be one whith contains the ieast amount of

gen ang that is ibte with 3 tow failure rate and the needs
of the individual patient. New acceptors of oral-contraceptive agents should be
started on preparations containing tess than SO mco of estrogen.
e. Persistence of nsk of vascular disease
There are two stuties which have Shown persistence of sk of vascular disease tor
ever-users ol ora) contraceplives. In a study in the United States. the nis of devel-
oping my afer g 0ra) ¢ persists for al
Ieast 9 years for women 40-49 years who haﬂ used oral contraceptives tor frve or
more years. but this increased risk was not demonstrated i other age groups. In
another study in Great Britain, the nsk of developing cerebrovascular disease per-

sisted lor at lzast 6 years after of oral
excess nsk was very small. However. both studies were pertormed with oral con-
fraceptive 50 g or higher of

2. ESTIMATES OF MORTALITY FROM CONTRACEPTIVE USE
One study gathered data from a vanety ot sources which have estimated the mor-
laity rate associated with difterent methods of contraception at different ages
{Table IV). These esumates incluge Ihe combined risk of death associated with con-
traceptrve plus the nsk 10 Y in the event of method
failure. Each method of contraception has its specitic benetits and nsks. The study
concluded that with the exception of oral-contracepive users 35 and oider who
smoke and 40 and older who do not smoke, with alt
of birth controt s less than that assocated with chiidbirth. The gbservation of 2
passible increase in risk of mortality with age for aral-coniraceptive users is based
on data gathered in the 1970°s—bul not reported until 1983. However. current clin-
ical practice mvolves the use of Jower gen cose with
caretul restnction of oral-contraceplive use to women who ¢0 not have the various
nsk factors histed in this labehing.
Because of these changes wn practice and. also. because of some limited new data
which suggest that the nsk of cardiovascular disease with the use of oral contra-
ceptives may now be tess than previously observed, the Fertility and Maternal
Hunn Drugs Advisory Committee was :slud to review the topic in 3989, The
that drsease risks may be increased
wnn oral-contracephve use atter age 40 in healthy nonsmoking women (even with
the newer low-dose tormulations). there are greater potential heafth nsks associ-
ated with pregnancy 10 older women and with the ahernative surgical and medical
procedures which may be necessary i such women do not have access 10 effec-
tive and means of

L
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Theretore. the Commitiee recommended that the benehits ot oral-contraceplve use
by heatthy nonsmoking women over 40 may outweigh the possible fisks. o
Course, oider women, as all women who take Oral contraceptives. should take the
lowest possible gose formulation thai is eftective.

JABLE IV: ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS
ASSOCIATED WiTH CONTROL OF FERTILITY PER 100.000 NONSTERILE WOMEN.
BY FERTILITY-CONTROL METHOD AND ACCORDING TO AGE

T Wethod of CoMro) and outcome  15-19 20-24 2529 30-34 35-39 40-44

. : . o tertity-control methods® 7.0 74 91 148 257 282 . .
: . o . e o, Orat contraceptrves e o
) . nonsmoker”* 03 05 09 19 138 316 ) o
‘. - . . . X Qral contraceptives -
smoker”” 22 34 66 15 51 12

. wp** 08 08 10 1.0 1.4 1.4
Condom” 11 1.6 07 02 03 04
Diaphragm/spermicide 19 12 12 1.3 22 28 ‘

. Periodic abstinence” 25 16 16 17 29 36 _

Deatns are birth-related
** Deatns are method-related o
Adapted from H.W. Ory. Family Planning Perspectives. 15:57-63.1883. '

. . 3. CARCINOMA OF THE REPRODUCTIVE ORGANS R
Numerous epigemiological studies have been pertormed on the mcidence of :
‘ breast. endometnal, ovanan and Cervicat Cancer in women using oral contracep- ..

tives. The over ing evi in the suggests that use of aral con- .

traceplives is not associated with an sncrease in the risk of developing oreast can- . ———

cer, regardiess of the age and parity of first yse or with most of the marketed
N brands and doses The Cancer and Steroid Hormone (CASH) study also showed no TN

Latent eflect on the nsk of breasi cancer tor at least a gecade tollowmp tong-term .

use. A few studies have shown a sightly increased relative risk ol oevetoping

breast cancer. aithough the methodology of these studies. which snciuded ditter-

ences in ion of users and and n age at start of use,

has been questioned.

Some sludies suggest that oral-contraceptive use has been associaled with an

ncrease in the risk of cervical i i ia m some ions of

women, However. there continues to be controversy about the extent to which such

hingdings may be due 1o differences in sexual behavior and other factors.

In spite of many studies of the relanonship between orai-contraceptive use and

breast and cervical cancers. a cause-and-eftect relatonship has not been estab-

fished

4. HEPATIC NEOPLASIA
Benign hepatic are i with oral-c ive use. gh the . \

. . wncidence of these benign tumors 1s rare in 1he Untted States. Indirect caiculations R

. . have estimated the atinbutadle nsk 1o be «n the range of 3.3 cases/100.000 tos -

users. a risk that increases atter tour or more years of use. Rupture ot rare, benign.
hepatic adenomas may cause death through intra-abdomina! hemorrhage. " R b o
Stugies from Britain have shown an i nsk of i - -

. : carcinoma in tong-term (>8 years) oral-contraceplive users. However, these can-

cers are extremely rare in the 1.S. and the atinbutable risk {the excess incidence)
of iver cancers in oral-contraceplive users approaches less than one per milion
users.
. . . 5. OCULAR LESIONS ) o . ‘
. . . . There have been chinical case reports of retinal thrombasis associated with the use - . i
. * ot oral comraceptives. Oral contraceptives should be discontinued it there is unex- '
- . piained partial or complete loss of vision: onset of proptasss or diplopia; papillede- .
: . ma: or retmat vascular lesions. i and {
should be undertaken immediately.
6. ORAL-CONTRACEPTIVE USE BEFORE OR DURING EARLY PREGNANCY
Extensive epidemiologica! studies have reveaied no increased risk of birth defecis
n women who have used oral pnof 10 p y. Studies also 0o
not suggest a teratogenic etfect. particularty i so tar as cardiac anomabes and
Imb-reduction detects are concemed. when taken tnadvertently duning early preg-
nancy.
The agministration ot oral 10 induce ing should not . -
be used as a test tor pregnancy. Oral contraceptives shoutd not be used during
pregnancy to treat threatened or habitual aborion.
It 15 recommended that for any patent who has missed two consecutive pernods.
pregnancy should be rued out before continuing oral-contraceptive use. H the

patient has not adhered 1o the the of preg

should be considered at the ime of the /irst missed penod. Oral-contracepirve use

should be t is ¢ . .

7. GALLBLADDER DISEASE . . o~

Earker studies have reporied an increased litetime relatve nisk of galibladder
surgery in users of oral contraceptives ang estrogens. More recent studies. how-
ever. have shown that the retative risk of developing galibladder disease among
oral-contraceplive users may be minimal. The recent tindings of minimal risk may
be related to the use of oral-C ining lowes N
a1 doses of estrogens and progestogens.
8. CARBOHYDRATE AND LIPID METABOLIC EFFECTS
Orat contraceptives have been shown to cause glucose intoterance in a sigmticant
percentage of users. Oral contraceptives containing greater than 75 micrograms of

cause hype winle lower doses of estrogen cause less glu- oL
cose intoterance. Progestogens increase insulin secretion and create wsulin resist-
ante. this ettect varyng wiih ditterent progestational agents. However. in the non-
diabetic woman, oral contraceptives appear to have no effect on fasting tlood glu-
cose. Because of these effects, ic and diabeuc women
should be carefully observed white taking oral contraceptives.
A <matl proportinn of vinmen va'l have persistent hvpernoiveendem:a whis nn the




nancy.

The of orat to induce bieeding should not

be used as a test for pregnancy. Oral contraceptives should not be used dunng

pregnancy to treat threatened or hahimual aborbon.

It 1s recommended that tor any patent who has missed two Consecutive penods.

pregnancy should be ruled out defore continuing orai-contraceptive use. It the

pahent has not adhered to the the of pregnancy

should be considered at the time of the hrst missed period. Oral-contraceptive use

shou!d be discontbinued if pregnancy 1S contimed.

7. GALLBLADDER DISEASE

Earher stugies nave reporien an increased Ifetime relatve nsk ot galibiagoer

Surgery m users of oral contraceptives and estrogens. More recent studies. how-

ever. have shown that the relative risk of developing galibizader disease among

orai-conmraceptive users may be mimmal. The recent tmaings of mimimai nisk may

e reiateg 1o the use of oralC lower hormon-

3 doses of estrogens and progestogens.

8. CARBOHYDRATE AND LIPID METABOLIC EFFECTS .

Orai contraceptives have been shown to cause glucose intolerance in a signiticant

percemage of users. Oral contraceptives CORtaining greater than 75 micrograms of
gens cause hyp while lower doses of estrogen cause less giu-

€ose intolerance. Progestogens increase INsulin secretion and create INsuiin resist-

ance. tis eftect varying with difterent progestational agents. However. m the non-

thabetic woman, oral contraceptives appear 10 have no eftect on fasting diood giu-

cose. Because of these eftects. ang diabetc women

should be caretuily observed while 1aking Orat contraceptives.

A small proportion of women witl have persistent hypertnglycer:demia while on the

Pill. As drscussed earhier {see Wamnings® 12. and 1d.). changes n serum tngiyc-

erides and lipoprotein levels have been reported in orai-contracepiive users.

9. ELEVATED BLOOD PRESSURE

An increase in biopd pressure has been reported in women taking oral contracep-

tives and this increase is more hiely in older oral-contraceptve users and with con-

unued use. Data trom the Royal Cotlege of Generat Practioners and subsequent

fandomized trials have shown that the incidence of hypertension ncreases with

9 of prog

Women with 2 history of Ryperiens:on 07 hypenension-related diseases. or renal

disease should be encouraged to use another method of contraception. § women

with rypertension etect 1o use Oral contraceptrves. they should be monitored ciose-

ty and it of btood pi occurs. oral ¢ shoulg

be discontinued. For most women. elevated blood pressure will return to normai

after stopping oral contraceptives: and there is no difference in the occurrence of

hypeniension among ever- and never-users.

10. HEADACHE .

The onset or ot or o! with a new pat-

e that is recurrent, persistent o severe requires discontinuation of oral contra-

ceplives and evaluation of the cause

11. BLEEDING IRREGULARITIES

Breakihrougn bieeding and spotting are sometimes encountered in patiens on orai

contraceptives, especially during the first three months ot use. The type and dose

otor gen may be causes should be consigeren and

adequate diapnostic measures taken 10 fule out malignancy of pregnancy in the

event of breakthrough bleeding. as in the case of any abnormal vagina! bieeding. It

pathology has been exciuded. time or a change to another formulaton may soive

the probiem. In the event of amenarmea. pregnancy should be ruled out.

Some women may encounter post-pill amenorrhea or oligomenorrhea, especially

when such a condition was preexistent.

Precagtions

Patients should be cownseled that this progoct does ot protect sgainst HIV

tutaction (AIDS) and other sexually ansmitisd diseasss.

1. PHYSICAL EXAMINATION AND FOLLOW-UP

A pewodic history and physical examination 1s appropriate for all women, mnetuding

women usin) oral contraceptives. The physical examination. however, may be

oeterred until atter niti of oral ¢ t by the woman and

judged appropriate by the clinician, The physical examination should include spe-

cial reference to biood pressure, breasts. abdamen and petvic organs, ctuding

cervicat cytology. and relevant laboratory tests. In case of undiagnosed, persistent

Or recurrent abnormal vaginal bieeding. approp! gnosti should

be 1o rule out Women with a strong tamily history ot breast

cancer of who have breast nodules shov!d be monrnored with particular care

2. LIPID DISORDERS

Women who are being ireated for hyperipidemias shoutd be faliowed closely it

they elect 10 use oral contraceptives. Some progestogens may elevate LDL ieveis

and may render the control of hyperlipidemias more dithicult.

(See "Wamings.” 1d.)

3. LIVER FUNCTION

It |aundice gevelops in any woman receiving such drugs. the medication shoutd be

disc . Steroid may be poorly metabohzed in patents with

impaired hiver function

4. FLUIO RETENTION

Oral contraceptrves.may cause Some degree of liuid retention. They shouid be pre-

scnbed with caution, and only with carelul monrtonng. 1n patents with condmons

wiith might be aggravated by fhuio retentron.

S. EMOTIONAL DISORDERS

Patients ing i y white taking oral contrateptives should

stop the medication and use an method of ¢ in an attempt to

determine whether the symptom is drug related. Women wiih 3 Ristory of depres-

sion should be carefully observed and the orup discontinued f depression recurs

to a senous degree.

6. CONTACT LENSES

Contact-lens wearers who develop visual changes or changes in lens lolerance

should be assessed by an ophthaimologist.

7. DRUG INTERACTIONS

Reduced etticacy and increased incidence of breaithrough bieeding and menstru-

al trregularities have been associated with concomitant use of ritampin. A simiar

association. though less marked. has been suggested with barbiturates. phenyibu-

tazone. phenytom. and possibly with g i and Y X

8 INTERACTIONS WITH LABORATORY TESTS

Cenain endocrine- and iver-function tests and blood components may be aftected

by oral contraceptves.

2. Increased prothrombin and factors VI VI, IX. and X; decreased anbithrombin

3 increased norepinephrine induced platelet aggregabilty.

b. Increased thyrod-binaing gloduhin (TBG) leading to increaseg circulating total

thyrond hormone. as measured by protemn-bound iodine ( P81). T4 by column or by

radiotmmunoassay Free 13 resin uptake rs decreased. reflecting the etevated TBG;

free T4 concentration is unatered.

¢. Other binding proteins may be eevated in serum.

d.S binding o are and result in efevated levels o

fotal circulating sex steroids; however, free or brotogicatly active levels remain

unchanged.

e Triglycendes may be increased.

1. Glucose tolerance may be decreased.

0. Serum folate levels may be depressed by orai-contracepteve therapy. This may




be of chmcal signdicance ¢ a woman pregnant shortly after -
ing oral contraceptrves.

9. CARCINDGENESIS

See “Warnlngs™ sechon.

10. PREGNANCY

Pregnancy Category X. See "Contraindicstions” and "Wamnings® secions.

11. NURSING MOTHERS .
Small amoums of oral-contraceptive steroids have been igentrhed in the milk of
nUrSING mothers. and a few adverse ettects on the child have been reported. includ-
ing jaundice and breast enlargement. In agdmion. oral CONTacepIves grven in the
pOSIDartum penod may miterfere with lactation by gecreasing the quantity and
quality of breas mulk, If possible. the nursing mother should be adwiseq ooLlo use
oral contracepives but 1o usé other forms of contraception unhil she has com-

* pietely weaned her child.

INFORMATION FOR THE PATIENT
See Patient Labeiing Printed Betow.

Adverse Resctions .
An increased risk of the following serious agverse reactions has been associated
with the use of orai contraceptives (see “Warnings' section)

Tnrombophiebitis

Anterial thromboembolism

Pulmonary embalism

Myocardial infarction

Cerevral nemorrhage

Cerebral thrombosis

Hypenension

Galibladder disease

Hepalic agenomas or benign lver Wmors

There is evidence of an between the ing and the use
of oral contracepti a gh y studies are needed.
Meseneric thrombosis

Reunal inrombosis

The following agverse reactions have been reported in patients recerving orai con-
traceplives ang are beheved to be orug related.

Nausea
Vomiting

y (such as inal cramps and 9
Breakthrougn bleeding
Spotting

Change in menstrual flow
Amenormea

T y nfertility aher discontinuation of

Edems

Melasma which may persist

Breasi changes: eniarg 1

Change in weignt (increase or decrease)

Change in cervical erosion and secretion

Dimunution in tactation when given immediately postpartum

Chotestauic jaundice

Migraine

Rash (allergic)

Meniai gepression

Reduced tolerance 10 carbohydrates

Vaginal cangidiasis

Change in corneal curvature (steepemng}

intolerance to contact lenses

The following adverse reactions have been reporied in users of oral contraceptives

and the association has been nesther contismed nor retuted”

Premenstrual syndrome

Cataracts -- )

Opiic neuritis

Changes in appetite

Cystitis-ike syndrome

Headache

Nervousness

Dizziness

Hirsuism

Loss of scalp hair

Erythema mulutorme

Erythema nodosum

Hemorrhagic eruption

vagmus

Porphyria

impaired renal tunction

Hemolytic uremic syndrome s

Budd-Chian syndrome

Acne

Changes in libido

Colitig

Overdosage

Senous ill effects have not been reported loliowing acute ingestion of large doses

of oral contracephives by young chiloven. Overdosage may cause nausea. and wilh-

drawal bieeding may occur in females.

Noncontrscaptive Health Benstits

The following nonconiraceptive heaith benelits related to the yse ot o3l contra-

ceplives are supported by epidemralogical studies which largely utilized oral-con-
i i i ooses 0.035 mg of etmnyl esiradio!

or 0.05 mg of mestranol.
Ettects on menses:

cycle reg:
Decreased blood ioss ang decreased incigence of iron-deficiency anemia
D i of
Etlects retated to inhibition of ovutation:
Decreased incidence of tunctional ovarian cysts

D of ectopic

Eftects trom long-term use;

€ i of ti and fibrocystic disease of the breast
Decreased incigence of acute peivic tnflammatory gisease

Dy of cancer

Decreased incidence of ovarian cancer

Dosags and Administration

To acheve i Aviane™ o and
ethinyl estradiol 0.10 mg/0.02 mg) tabtets must be 1aken exactly as directed and al
intervals not exceeding 24 hours. The gispenser should be kept in the wallet sup-
~ten e aun pASSIIE tagding At tra puis !t the pills fage. panients shou'd continue




Uystus-hke synarome
feadache

Nervousness

Dunness

Hirsutrsm

Loss of scatp hawr

Erythema muttitorme

Erymema nodosum

Hemorrhag:c eruption

Vaginmis

Porpnyria

Impaireq renal function

Hemomic yremic syndrome

Buod-Chian syndrome

Acne

Changes in ib1co

Colme

Overdoxage

Senous i etiects have not been rep ing acute of 13rpe goses
of oral contraceptrves by young chitdren. Overdosage may cause nausea. and with-
drawai bieeding may occuf :n femates.

Noncontraceptive Health Benelits

The foliowing noncontraceptive heatth benefits related to the use of oral contra-
ceptrves are sypported by epidemiciogical Studies which Jargety utiized ofal-con-
traceptive lor ining doses 9 0.035 mg of ethinyl estradiol
or 0.05 mg ot mestranol.

Ettects on menses:

Increased menstrual cycie regulanty

Decreased biood toss and incigence of Iro anemi2
Decreased ingroence of dysmenorrhea

Ettects retated 10 mhibmion ot ovulation:

Decreased incidence of functional ovanan cysts

Decreased incidence of ectopic pregnancies

Ettects trom long-term use:

Decreased i of fib and disease of the breast
Decreased incidence of acute pelvic inflammatory aisease
Oy i ot ial cancer

Decreased incidence of ovarian cancer

Dozage ard Administration

To achieve . Aviane™ (! (1l and
ethiny! estragio! 0.10 mg/0.02 mg) tablets must be 1aken exactly as directed and at
intervals not exceeding 24 hours. The drspenser should be kept in the waliet sup-
plied to avoug possible tading of the pills. It the pills 1ade. patients should connue
to take them as drected

The dosape ot Aviane™ -21 s one orange tablet daily tor 21 consecutrve days. fol-
lowed by 7 days when no tablets are taken, .

It is recommenged that Aviane™ -21 tablets be taxen at the same time each day.
Sunaay start

Dunng the first cycle of medication. the patient 1s instructed 1o begmn taking
Aviane™ -21 gn the tirst Sunday after the onset o) mensiruation. it menstruation
begins on a Sunday. the first tablet (orange) is taken that day. One orange tablet
should be taken daily tor 21 consecutive days. followed by seven days when no
tabler is taxen. Withorawat beeding shoutd usually occur within three days tollow-
ng discontinuation ot orange tabiets. During the hirst cycle, contraceptive retiance
should not be ptaced on Aviane™ -21 until an orange tablel has been taken daity
tor 7 ¢ days. The ibility ot ion 2n@ conception prior to initia-
tion of ion should be

The patient begins her next and all subsequent 21-day courses of tablets on the
same day of the week (Sunday) on which she began her first course, following the
same schedute: 21 days on orange tablets—7 days when no tablets are 1aken. It in
any cycte the patient starts tablets later than the proper day. she should protect her-
self against pregnancy by using anoiher method of birth contro! until she has taxen
an orange table! daity for 7 consecutive days.

Day 1 stan:

Dunng the first cycle of medication. the patrent is instructed to begin taking
Awviane™ -21 during the first 24 hours of her period (day one of her mensirual
cycte). One orange tablet should be taken daily for 21 consecutwe days.
Withorawal bieeding should usually occur within three days toliowing discontiny-
ation of orange tablets. It medication is begun on day one of the menstrual cycle.
N0 back-up contraceptton 1s necessary. If Aviane™ ~21 tablers are started later than
day one of the first menstrual cycle or postpartum. contraceptive reirance should
nol be placed on Aviane™ -21 Lablets until after the firs1 7 consecutive days ot
admimistration. The possibility ot ano ion prior to il of
med:cation shoutd be considered. .

When the patient is switching trom a 21-day regimen of tablets. she should wait 7
days after her last table! betore she starts Aviane™. She wil) probably expenence
withgrawal bieeding during that week. She should be sure that no more than 7 days
pass after her previous 21-03y regimen. When the patient is swirching from a 28-
Oay regimen of 1ablets. she should start her first pack of Aviane™ on the day after
her tast tablet. She shoutd not wan any days beiween packs.

1t spotting or breakthrough bieeding occur. the patient 1s instructed to continue on
the same regimen. This type of bleedmy-is usually transient and without Signih-

cance: however, if the D is D or p . the patient is adwised to
consult her physician While there is Ittle kikelinood of ovulation occurnng #f only
one or two orange tablets are missed, the ibility of with

each successive day thal scheduled orange tablets are missed. Ahough the occur-
rence of pregnancy is unhkely it Aviane™ is taken according to directions. if with-
drawal bleeding does not occur, the i of preg y must be i

If the patient has not adhered to the prescnbed schedule (missed one or more
tabiets or started taling them on a day fater than she should have), the probabitity
of 0 y should be i at e time of the tirst missed period and
appropriate giagnostic measures taken betore the medication is resumed. If the
patient has aghered to the prescribed regimen and misses two consecutive peri-
ods. pregnancy shoutd be ruled out betore continuing the contraceptive regimen.
The risk of pregnancy increases with each active {orange) tabtet missed. For addi-
ional patient instruchions regarding missed tablets. see the "WHAT T0O DO IF YOU
MISS PILLS® section in the DETAILED PATIENT LABELING below.

In the nonlactating mother. Aviane™ may be initiated postpartum. tor contracep-
tion. When the tablets are i in the penog. the

risk of ic disease i with the period must be
considered (See "Contreingications’. "Wernings™. and ‘Precautions’ concerning
thromboembolkc disease).

How Sepplied

Aviane™ -21 tablets (0.10 mo levonorgesirel and 0.02 m ethinyl estradiol) are
available 1n cartons of six dispenser cards of 21 tablets each, NDC 51285-015-21.
as foilows: 21 active tablets, orange, round coeted tabler marked “dp” and “016".
Store at 25°C (T7°F). excorsions permitted to 15°-30°C {S9°-88°F). (Sae USP
controtled room lemperature)

Retersnces availzdle cpon request.




Brie! Saxamary Pationt Package insart

This product (ke o)) ol ) is ta provest progs n
doss nat protect againtt HIV indection {AIDS) and sther saxuaily tramssmitted dis-
[}

Ora! comtraceptives. 3150 known as ‘birth-control pitls” or The pill*, are taken 10 pre-
wvent pregnancy. and when taken correctly, have a tature rate of less than 1.0% per
year when used without missing any pil's. The typical failute rate of large nymbers
of pill users is less than 3.0% per year when women who miss pils are included.
For most women or3i contraceptives are also free of senous Of unpieasant side
eftects. However. forgetting to take pills consideradly increases the chances of
pregnancy.

For the majorty of women, oral contraceptives can be taken safely. But tnere are
some women who are 3l high nisk of developing certain senous diseases that can

be Ide-threatening or may cause y of ility or death. The
risks 3ssociated with talung oral Increase sn Y il you
* smoke.

* have lugh biood-pressure. duabetes. high cholesterol.

* have of have had cloTung disorders. heart attack, Stroke. angina pectons. cancer
ot the breast or sex organs. )aundice. or matignant of benrgn hver tumors

You should not take the pill it you suspeCt YOU are pregnani of have unexpiained
vag:inal bieeding.

Cigarstte smeking increasss the risk o1 serions afverss $710cts on the hasrt
acd blood vessels trom oral contracestive uss. This risk increases with age
and with beavy smokisg (15 or more cigaretiss per 63y) ané is guits marked
in wemen over 35 years o ags. Women who uss or3) contraceptives should
not smoke.

Most side eftects of the pul are not senous. The most common such eftects are
Nausea. vomiting. bleeding between menstrual penods. weight ain. breast tend-
emess, and dithcufty wearing contact tenses. These side effects, especially nau-
$£2 and vomning. May subside within the first three months of use.

The senous side etfects of the pill occur very inirequently. especiaily il you are in
good heafth and do nol smoke.

However. you should know that the toliowing medical conditrons have been asso-
ciated with or made worse by the pili.

1. Blood cicts in the legs itis). lungs y . $10D-
page or rupture of 2 biooo vessel i the brain {stroke). blockage of blood vessels
in the heart (heant attack and angina pectoris) or other organs of the body. As men-
toned above. Smoking increases the risk of heart attacks and strokes and subse-
quent senous medical consequences

2, Lrver tumors, which may rupture and cause severe bieeding. A possible but not
delinite association has been tound with the pil) and Liver cancer. However, liver
cancers are extremely rare. The chance of developing liver cancer from using the
pill is thus even raser.

3. High dlood p X tiood p usually retums to normaj when
the pill 1s stopped

The symptoms associated with these senous Side effects are discussed in the
detailed leatiet given to you with your supply of pills. Notity your doctor or heatth-
care prowder it you notice any untusuat physical disturbances while taxing the pill.
In addrtion, drugs such as ritampin, as well as some anticonvuisants and some

may oral
Studies to date ol women taking the pill have not shown an increase in the inci-
aence of cancer of the breast or cervix. There is, however. insuthicient evidence to
rule out the possibilty that pills may cause such cancers. Taling the pill provides
some imponant noncontraceptive benetris. These include tess painful menstrua-
tion, fess menstrual blood foss and anemia. fewer petvic intections. and fewer can-
cers of the ovary and the lining of the uterus.
Be sure 10 discuss any medical conditon you may have with your heahn-care
provider. Your heatth-care provider will take a medical and tamily history betore
prescribing oral contraceptives and wili examine you The physica) examingtion
may be delayed to another tme it you request it and the heatth-care provider
believes that it is appropriate to postpone it. You should be reexamined at least
once 2 year while taking oral contraceptives. The detailed patient information leaftet
gives you further intormation wiich you should read and discuss with your heatth-
care provider.
This product (like all oral ves) is i to prevem 11 does
not protect against transmission of HIV (AIDS) and other sexually transmitted dis-
eases such as chlamydia. genital herpes, genntal warts. gonorrhea, hepatitis B, and
syphihs. .

DETAILED PATIENT LABELING
This prodact (like all oral contrsceptives) is intangdsed (o prevent pragasecy. It
¢oes 801 protect against HIV infection (AIDS) snd other sexsally transmitted dis-
eaes.
INTRODUCTION
Any woman who using oral {the birth-control pili or the
pilt) should understand the benefits ang nsks of using this form of birth contro!.
Tnis leatiet will grve you much of the information you will need to make this deci-
sion and will atso help you determene it you are at sk of developing any of the seri-
ous side effects ot the pill. i will tefi you how to use the pill properly so that # will
be as eftective as possible.
However, this leatle! is not a replacement for a careful discussion between you and
your heafth-care provider. You should discuss the information provided in this
ieatiet with m or her. both when you fist stan taking the piii and during your
revisits. You Shouid also follow your health-care pronider's advice with regasd to
reguiar check-ups while you are on the pill.
EFFECTIVENESS OF ORAL CONTRACEPTIVES
Oral contraceptives or "birth-control pills” of “the pill” are used 1o prevent pregnan-
Cy and are more eftective than other nonsurgical methods of birth conirol. When
they are taken correcily. the chance of becoming pregnant is less than 1.0% per
year when used perfectly, without missing any pills. Typical faiture rates are less
than 3.0% per year. The chance of becoming pregnant increases with each missed
pill during the mensirusi cycle.
In comparison. typical tailure rates for other methods of birth contro) dunng the
first year of use are as follows:
WD: 3%
Depo-Provera’ {inj ): 0.3%
Norplant” System (implants): 0.1%
Diaphragm with spermicides: 18%
Spermicides atone: 21%
Maie condom 3lone: 12%
Female condom alone: 21%
Cennical cap

Nulliparous women: 18%

Parous women: 36%
Perrodic abstinence: 20%
No methods: 85%

WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES

Cigarette smoking Increasss the risk of serious edverss sfiects on the hesnl
and blood vessals trom orel contraceptive wse. This risk increases with age
ang with heavy smoking (15 or more cigarstiss per day) and i quitsmarksd
in women over 35 years of 89e. Women who 538 Ora) contraceptives shovld
no! smoke.
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revistts. You shoutd 210 follow your hearth-care provider's ddwice Wi 1Egaro
regutar check-ups while you are on the pill.
EFFECTIVENESS OF ORAL CONTRACEPTIVES
Ora) contraceptives of “irth-contro! pills” of “the pill' are used t0 prevent pregnan-
cymﬂammmmmnmev methods of Dirth cONToL When
meyaumncomw.memmmino pregnant is less han 1.0% pes
year when used perfectly. without missing any pills. Tymcai failure rates are tesS
than 3.0% per year. The chance of becoming pregnant increases with each missed
pill during the menstrual cycle.
In compansan, typical failure rates for other methods of birth control dunng the
first year of use are as follows’
1D 3%
Depo-Provera” (injectable progestogen): 0.3%
Norplant® System (implants): 0.1%
Duphragm with spermicides: 16%
Spermicides alone: 21%
Male condom atone: 12%
Femate congom alone: 21%

Nulltparous women: 18%

Parous women: 36%
Periodic absunence; 20%
No methods: 85%
WHO_SHOULD NOT TAKE ORAL CONTRACEPTIVES
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Some women should not use the pill. For exampie. you should not ke the pill it
you are pregnant of think you may be pregnant. You shouid aiso not use the pill #
you have had any of the foliowing congdrions:
« Heart atuach or stroke.
« Biood clots in the legs (th itis). lungs {pu Yy ism). or eyes.
« Blood ciats in the deep veins of your iegs.
» Known or suspected breast cancer ot cancer of the kimng of the uterus. cervix or
vagina.
« Liver tumor (benign Of Cancerous).
Or. it you have any of the followng:
« Chest pain {angina pecioris).
. ined vaginal {until a Giagnosis is reached by your doctor).
« Yeliowing of the whites of the eyes of of the skin (jaundice) dunng pregnancy of
gunng previous use of the pill
« Known or suspected pregnancy.
Tell your neafth-care provider it you have ever had any of these conditions. Your
health-care provider can recommend another method of tarth control.
OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES
Tell your heafih-care provider it you or any family member has ever had.
« Breast nodules, hbrocystic disease of the breast, an abnormat breast X ray of
mammogram.
« Diabetes.
« Elevated cholesterol of trighycerides.
« High blood pressure.
» Migraine or other headaches O epilepsy.
« Mental depression.
« Galbladder, hean of kigney disease.
« History of scanty of irregutar menstrual periods.
Women with any of these conditions should be checked ofien by their heatth-care
prowider it they choose to use oral contracepives. Also, be sure 10 intorm your
doctor of heatth-care prowider il you smoke of are on ary medications
RISKS OF TAKING ORAL CONTRACEPTIVES
1. Risk of developing dlood clots
Blood clots and blockage of biood vessels are the most senous side eftects of tak-
ing oral contraceptives and can be fatal. In particular. a clot in the legs can cause
thrombophiebitis ang a clot that travels to the lungs can cause 3 sudden blocking
of the vessel carmying blood to the lungs. Rarety, Chots occur in the blood vessels
of the eye and may cause blindness. double vision. of impaired vision
It you take oral conracepives and need electrve surgery. need 10 stay inbedfora
protonged illness, or have recently delivered a baby, you may be al risk of devel-
oping btood clots. You should consuh your doctor about Stopptng oral conmracep-
ves thiee 1o four weeks betore surgery and not taking oral contracepiives for two
weeks after surgery of 6unng bed rest. You should a!so not Lake oral contracep-
lives soon atier delivery of a baby or & mi preg! ination. W is
advisable to wait for 2t least four weeks atter elvery il you are not breast-teeding.
1t you are breast-feeding. you should wait until you have weaned your child betore
using the pill. (See also the soction on breasi-teeding in “GENERAL PRECAU-
TIONS.)
2. Heart attacks and strokes
Oral comraceptives Mmay increase the tendency to deveiop strokes {stoppage Ot
rupture of blood vessels in the brain) and angina pectons and heart attacks (block-
age of biood vessels in the heart). Any of these conditions can cause death or sen-
ous disabilsty.

ing preatty the ibilty of ing heart amacks and Sirokes.
Furthermore. smoking and the use of oral contraceptives greatly increase the
chances of developing and dying of heart disease.
3. Gallbladger disease
Oral-contraceptive users probably have 3 greater risk than nonusers of having gall-
blagder disease, although this nsk may be related 10 pills containing high doses of
estrogens
4, Liver tumors
In rare cases, oral contraceptives can cause benign but dangerous Jiver tumors.
Thesa benign Iver tumors can rupture and cause fata) imemna) bieeding. in aodi-
tion, a possible but not dehnite association has been found with the pill ang lver
cancers in two studies in which a tew women who geveloped these very rare can-
cers were found 10 have used oral contraceptives for long periods. However, iiver
cancers are extremely rare. The chance of devetoping liver cancer from using the
pill 1§ thus even rares.
S. Cancer of the reproductive organs
There s, 3l presem. n0 i that orat i the
nsk of cancer of the reproductive 6rgans i human studies. Several studies have
found no overall mcrease in the risk of developing breast cancer. However, women
who use oral contraceptives and have a suong tamity history of breast cancer of
who have breast nodutes of sbnormal mammograms shoutd be closaly fotiowed by
their 00C10fS. -
Some studses have TOURG an increase in the incigence of cancer of the cervix m
women who use 0ral contracepives. However, this tinding may be related 10 tac-
tors other than the use of oral contraceplives.

ESTIMATED RISK OF DEATH FROM A BIRTH-CONTROL METHOD OR PREGNANCY
All methods of birth control and pregnancy are associated with a risk of gevetop-
ing cerain drseases which may lead 10 disability o geath. An estimate of the mum-

RN




Der of geatns associated with difterent methods of birth control and pregnancy hay
been calculated and 1S Shown in the tollowng table.

ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS ASSOCI-
ATED WITH CONTROL OF FERTILITY PER 100.000 NONSTERILE WOMEN, BY
FERTILITY-CONTROL METHOD AND ACCORDING T0O AGE
Wethod of control and outcome  15-19 20-24 25-29 30-34 35-39 404

No tertinty-control metnoas * 70 74 91t 148 257 282
Orai contraceptives

nonsmoker** 03 05 08 19 138 316
Ora! contraceptves

smoker*” 22 34 66 135 S51v 172
o= 08 08 1.0 1.0 14 14
Condom~ _ 1 16 07 02 03 04
Daphragmvspermicide” 19 12 1.2 13 22 28
Penodic e 25 16 16 1728 36

* Deaths are birth-related

** Deaths are metnod-reiated

In the above tadie. the nsk ot death trom any rth-control method 15 less 1han the
risk of chilgbirth, except 1ot orai-contraceptive users over the age of 35 who smoxe
and pill users over the age 0! 40 even if they do not smoke. It Can be seen 1N ine
table that tor women aged 15 to 39. the rrsk of death was highest with pregnancy
(7 10 26 deaths per 100.000 women, depending on age). Among pifl users who do
not smoke. the nsk o death was always lower than that associated with pregnan-
cy for any age group. except for those women over the age ot 40. when the risk
increases to 32 deaths per 100.000 women, compared 10 28 associaied with preg-
nancy at that age. However, for pill users who smoke and are over the age ot 35.
the esumated number of deaths exceeds those for other metnods of birth controi
1| a wornan 1$ over the age of 40 and smokes. her estimated nsk of death 1s tour
times higher {117/100,.000 women) than the estimated nisk associated with preg-
nancy (26/100.000 women) in thal age group.

The suggestion thal wornen over 40 who don't smoke should not take oral contra~ -

ceptives 1s based on intormation trom older Nigh-dose pitis and on less-selective
use of pilts than is practiced today. An Advisory Committee ot the FDA aiscussed
this issue in 1989 2nd recommended that the benelns of oral-contraceplive use by
heafthy. nonsmoking women gver 40 years of age may outweigh the possibie risks
However. all women. especiaily older women. are cautioned to use the iowest-gose
pill that 15 eftective.

WARNING SIGNALS

It any of these adverse effects occur while you are t3king oral coniraceptives. calt
your dogtor immediately.

« Sharp chest pain. coughing of blood. or sudden shorness of breath (Indicating 3
possible ctot in the lung).

« Pain 1n the calt (1ndicating 3 possibie ciot in ihe leg).

« Crushing ches! pain of heaviness in the chest (indicating 2 possible heart attack).
« Sugden severe headache o vomiting. dizzaness or famung. disturbances o vision
or speech. weakness. Of NUMbNESS in an 3rm o1 Ieg (indicating a possible siroke).
« Sudden partial or complete lgss of wision {indicating a possible clol m the eye).
« Breast lumps (indicaung possible breast cancer or fibrocystic disease of the
breast; ask your doctor of healthcare provider to show you how to examine your
breasts).

« Severe pain or in the area (i
hver tumor).

« Drificulty In sieeping, weakness, lack of energy. fatigue. or change in mooo (pos-
sibly indicating severe depression).

« Jaundice of a yellowing of the skin or eyeballs. accompanied trequently by fever.
tatigue. loss of appetite. dark-colored unne, of tight-colored bowel movements
(ingicaung possibie liver problems).

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal bleeding

Irreguiar vaginal bieeding or Spoting may occur while you are 1aking the pills.
irreguiar bleeding may vary from shght staining between menstrual penods to
breakthrough bleeding which is a Hiow much like a reguiar perniod.

\rreguiar bleeging occurs most often during the first few months of oral-contra-
ceptive use, but may also occur alter you have been taking the pitl tor sorme time,
Such bleeding may be temporary and usually does not idicate any serious prob-
lems. 1l 1s important to continue takng your pills on schedule. It the bleeding
oceurs in more than one Cycle or Lasts for more than a few days. talk to your doc-
tot or health-care provider.

2. Contact lenses

1t you wear comact lenses and notice a change 1n vision or an inability 1o wear your
Jenses. contact your doctor or health-care provider.

3. Fluid retention

Oral contracepiives may cause edema {fiuid retentson) with swelling of the tingers
or anktes and_may raise your blood 1 you i tiuig con-
tact your doctor or heatth-care provider.

4. Melasma

A spotty darkening of the skin ts possible, particularty of the face.

5. Otner sice effects

Other side eftects may incluge change i appetite, headache, nervousness. depres-
sion. diziness. toss of scalp har. rash, ang vaginal itections.

1t any of these sie eftects bother you, call your doctor o heahh-care provider.
GENERAL PRECAUTIONS

1. Missed perioas and use of oral contraceptives before of qunng early pregnancy.
There may be imes when you may not mensiruate requiarly sher you have com-
pleted taking a cycle of pills. It you have taken your gills regutarly and miss one
menstrual period, continue taxing your pilis for the next Cycle but be sure to intorm
your heaith-care provider betore doing s0. If you have noi taken the pills daity as
instructed and missed a menstrual penod. of «f you missed two consecutive men-
strua) periods. you may be pregnant. Check with your health-care provider imme-
diatety 1o determine whether you are pregnant. Do nol continue 10 take ora) con-
tracepives until you are Sure you are nol pregnant, but continue to use another
method of contraception.

There 1s no d that oral use s i with an
increase 1 birth defects. when taken nadvertently Gunng early pregnancy.
Previously. a few studies hao reported 1hat orat contraceptives might be associat-
ed with birth defects. but these studies have not been contirmed. Nevertheless. oral
contraceptives or any other drugs should no! be used during pregnancy unless
clearly necessary and prescrided by your doctor. You should check with your doc-
tor about nsks 1o your unborn child of any medication taken during pregnancy.

2. While breast-teeding

It you are breast-teedin. consuh your doctor before siarting oral contraceptives.
Some of the drug will be passed on to the child in the milk. A tew aoverse eftects
on the child have been reported. including yellowing of the skin {jaundice) and
breast eniargement. in addstion. oral cantraceptives may decrease the amount and
quality of your milk. it possible. 40 not use oral contraceptives white breast-teea-
ing. You should use another method of contraception since breast-teeding pro-
vides only partial p trom i 9 and this partia! protection
decreases signiticantly as you breast-feed for longer periods of time. You should
consider slarting oral contraceptives only atter you have weaned your chitd com-
pletety.
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. ' . <trual periods, you may be pregnant. Creck with your health-care provider imme- :
.- ! guately to determine whether you are pregnant. Do not contmue to take oral con-
traceptives umhl you are sure you are not pregaant. But contnire to use another
method o contracepton. . )
There is 1o that arai-c use s 4 with an - . T e— e
increase in DI Oetects. when taken inadvertentty dunng early pregnancy. .
Previously. a few studies had reported that oral contraceptives ught be associal- .
€0 with birth detects. but these studies have not been contirmed. Nevertheress. 0rai
contraceptives or any other drugs should not be used dunng pregnancy uness
clearty necessary and prescribed by your doctor. You should check with your goc-
tor about fisks to your unbom chilg of any medication Laken dunng preghancy.
2. While breast-teeding
It you are breast-teeding. consult your goctor betore starting orat contraceptives
Some of the drug will be passed on to the Cchild 1 the milk. A few aoverse eftects
an the child have been reported. y p of the skin (B! ) ang
breast enlargement. In adaition. oral contracephives Mmay decrease he amount and
quality of your miik, It possible, do not use oral contraceptives while breast-feeo-
mg. You should use another metnod of contraception since breast-teeding pro-
vides only parial pi from pregl and this partial protechon
decreases signihcantly as you breast-feed tor longer penods of ime. You shouid

. . R : L. consider starting oral contraceptives only atier you have weaned your child com-
s ; L ptetely.

- s T . Lo 3. Laboratory tests

1 : s ’ . - : . 1t you are scheduled for any laboratory tests. tell your doctor you are 13king bisth-
|
|

e T control pilis. Certain biood tests may be aftected by binh-control pills. . T . ' . -
T, 4, Drug interactions .
Certain drugs may interact with birth-control pilis to make them less etiectve In
preventing pregnancy or cause an increase in breakthrough bieeding. Such drugs
include rilampin, drugs used for epilepsy such as barbiturates (tor example. phe-
nabarbital) ang phemytoin (Ditantin 1 one brand of tvs drup). phenylbutazone
(Butazolidin is one brand) and possibly certain antibiotics. You may need 10 use an
i method of ¢ ion dunng any cycle in which you take grugs that

can make oral contraceptives less effectrve. . .
This product {like all oral contraceptives) is intenged to prevent pregnancy. does . =, . e — -
not protect apainst wansmission of HIV {AIDS) and other sexually transmitted dis- - '
eases such as chiamydia, genital herpes, gental warts. gonorrhea, hepatitis B. and
syphilis.
HOW TO TAKE THE PILL
This product (like all oral ives) 1S {0 prevent pregs 1t does
not protect against transmission of HIV (AIDS) and other sexually transmitted dis:
eases such as chiamydsa, gental herpes, genial warts, gonorrhea. hepatitis 8. and
syphils
IMPORTANT POINTS TO REMEMBER
BEFORE YOU START TAKING YOUR PILLS:
1. BE SURE TO READ THESE DIRECTIONS. hisaaan -
Betore you stant 1aking your pils. , A
And S '
Anvtime you are not sure what to do.
2. THE RIGHT WAY TO TAKE THE PILL IS TO TAXE ONE PiLL EVERY DAY AT THE
SAME TIME.
it you miss pills you coutd get pregnant. This inctudes starmng the pack late. The
more pills you miss the more likely you are to get pregnant.
3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING. OR MAY FEEL SICK TO
THEIR STOMACH DURING THE FIRST 1-3 PACKS OF PILLS.
W you feet sick 1o your stomach. do not siop 1aking the pill. The probiem will usu-
aily go away. It it doesn’t go away. check with your doctor of clinic.
4, MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING. even when
you make up these missed pilis. On the days you take 2 pills to make up for missed
pills, you could also feel 3 Yithe sick to your stomach. -
. . - .5, IF YOU HAVE VOMITING OR DIARRHEA, for any reason, of IF YOU TAKE SOME . N
. MEDICINES, including some antibiglics. your pills may not work as well B
Use a back-up method (such as condoms of toam) until you check with your doc- .
tor or chinic. . - . ’
6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL. talk to your doctor  *" -* - RN
or climic aboul how to make pill-takinp easier of about using another method of ’
birth control.
7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN
THIS LEAFLET. call your doctor or clinic.
BEFORE YOU START TAKING YOUR PILLS
1. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL. Itis tmportant to T C =
take 1 al about the same time every 63y. o o
2 LOOK ATYOUR PILL PACK TO SEE IF IT HAS 21 OR 28 PILLS:
The 21-pill pack has 21 “active” orange pilts (with hormones) 10 take tor 3 weeks,
follgwed by 1 week withoul pills.
The 28-pill pack has 21 “actve’ orange pills (with hormones) to take for 3 weeks,
foltowed by 1 week of “reminder” hight-green pills (without hormones).
3. ALSO FIND:
1) where on the patk 10 star taking pills.
P 2) 1n what order to take the pills {foliow the arrows) and
3) the week numbers s shown in the following example.

Example Only.
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1 BE SURE YOU HAVE READY AT ALL TIMES:
\NOTHER KIND OF BIRTH CONTROL (such as condoms of 1oam) to use as a back-
1 method n case you miss pills. —
N EXTRA. FULL PILL PACK.
YHEN TO START THE FIRST PACK OF PILLS:
ou have a choice of which day 10 start taking your first pack of pilts. Decide with
our doctor of chinic which is the best day for you. Pick a ume of day which will be
isy to remember.
AY 1 START:

Pick the day label Sinip that starts with the first 63y of your period (this is the

0ay you stan bieeding or Spotung. even it it 1s aimost midnight when the bieed-
ing begins). .

_+l
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cays of the week (sang with Sunday) printed on the aispensing card

* - pick Correst D3y Labe! Tru FRI SAT SUN WMON TUE WED

Peel and place 1abet here.

A

Note: It the tirst day of you unday, you can SkiP steps ‘:‘\ and #2.

¢ penod is 3 S
. 3. Take the tirst *actve’ lonncﬂoloredl pill ot the first pack durng e frst

hours of your penod. )
- 4. You will not need to use 3 pack-up method of binth control. Since you are stan-

. ing the pilt atthe peginning of your penod.

1. Take the first ‘actve’ lonnqe-comreu] pill of the first pack on the Sunday after
your period starts. even it you are still ieeding. I your period begins OF
Sunday. stan the pack that same aay.
2. Use anothel method of birth control 3s @ back-up method it you have sex amy*
nme trom the Sunday you stant your frst pack until the next Sunday {7 days).
Condoms Of toam are good pack-up menogs of inh control.

. WHAY Y0 00 DURING THE MONTH:

1. TAXE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK 1S EMPTY.
Do not skip pills even it you are spotting of pieedind petween momnly periods OF
feel sick 10 You! stomach {nausea).
Do not skip pills even i you do ot have sex very often.

. WHEN YOU FINSH A PACK OR SWITCH Y LLS:
21 pills: Wain 7 6ays 10 start the next pack. You will probably have your perod dut-
ing that week. Be sure that no more tran 7 days pass petween 21-03Y packs.
28 pilts: San the next pack on the gay atter your \ast “reminger pil. Do not wail
any days b en Packs.
WHAT 70 DO 1F YOU WIS MLLS
Wl you WSS 'y orange “active’ pilr
1. Take i1 @S soon 3s You remember. Take ine next pilt at your reguiar time. This

W-up pirth-controt metnod it YOU have sex.
pills in @ rOW in WEEX 1 OR WEEK 2 of your pack:
1. Take 2 pilts o0 the day you emember and 2 pills the next day.
2. Thentake pilt a 03y unti) you finish the pack.
3. You MAY BECOME PAEGNANT i you have sex in the 7 025 atter you miss pills.
You MUST use another pirth-contro} method (such 35 condoms Of toam) as @
back-up tor those 7 oays.
it you IS8 2 orange “active’ pilis in 3 row " THE 3rd WEEX:
1.1t yow are » D3y Starter:

HROW QUT the rest of the pill pack and start a new pack that same day.
Hyonarsd Sundry r
Keep taxing 1 o every Gay until Sunday.
On Sunday. THROW OUT the rest of 1he pack and stan 2 new patk of pills that

aay.

2. You may not have your period tnis month but this 1S expected However. i you
miss you' penod 2 months in @ FOW. cah yout goctor of clinic because you might
pe pregnant.

3. You MAY BECOME PREGNANT it you have sex inthe 7 days atter you miss pills
You WUST use another birth-control method {such 35 condoms Of toam) 38 3
back-up 107 those 7 0ays.

Hyou WSS 3 OR MORE orenge ~active” pills 10 3 TOW (Guring the first 3 weeks):

"t you are 8 D3Y rier:
THROW OUT the vest of the pil pack and stant a new pack that same day.
tyou sre 8 Sunday Starier .

Keep taking 1 pilt every 03y until Sunday.

On Sunday. THROW OUT the cest of the pack and start 3 new pack of pills that
same 03y.

2. You may not have you! period his month but this is expected. However, #t yoU
miss your period 2 MORLNS in 2 FOW. call your doctof of clinic because you might
pe pregnant.

3. You MAY BECOME PREGNANT 1 you have sexinthe 7 62yS atret you miss Bills.
You MUST use another pinn-contro! method (such a5 congoms oOf foam) 8s @
agk-up tor those 7 days. .

REMINDER FOR THOSE ON 20-DAY PACKS:

it you forge! 8% of the 7 light-green ‘rerinder” pills in Weex &
THROW AWAY the pills you missed.

Keep taking 1 pilt each 63y until the pack is empty.

You do not need 3 pack-up method it you start your next pack on time.

ANALLY, IF YOU ARE STILL WOV SURE WHAT 10 DO ABOUT THE PILLS YOU

1SSED

2 BACK-UP METHOD anytime you have sex.
KEEP TAKING ONE PILL EACH DAY pntil you can reach your doctor of chniC.
Pregnancy due to pill failure
Tre incigence o pilt tailure resuning in pregnancy is annroxnmmry \ess than 1.0%
i taxen every 62y 38 girected. byt mote typical faiture rates are less than 30%. 1
{ailure does oceut. the risk o the fetys is minimal.
RISKS T0 THE FETUS -
W you do pecome pregnant whilg using oral conraceptives. the risk to the tetus is
small, on the order of no More than one per thousand. You should. howevel. ors-
cuss the risks 10 the developing child with you? doctor.
Pregnancy aftel stopping the pil
Thete may be some aeiay in becoming pregnant aher you S0P ysing oral contra-

_especially it you had irequiar menstrua! cycles petore you used oral con-

traceptives, I M3y be agvisable 10 pone conception until you begin menstru-
ung regutarly once you have stopped taking the pill and desire pregnancy-
There does ot appear to be afy ingrease in birth detects in newbormn pabies when
pregnancy occurs soon aher Stopping the pilt

Overdosage

serious it sttects have not peen reported tollowing \ngestion of \arge doses of oral

contraceptives by young children. Qverdosage M3y cause hal ang wi hdrawa!

pleeding _in temales. In case of overdosage. contact your neatth-care prowider of

pharmacist.

Other intormation e

Yout heatth-care provider will take 3 medical snd tamily history betore prescribng

ora contraceptives and will examing you. The physical examination may be detayed

10 another time it you request it and the neath-care provider peticves that it is

appropriate t0 postpone it. YU should be reexamined 3t once a year. Be sure

1o inform your nealth-care prowider it thereis 2 family mstory of any of the condi-

\ong hsted previousy in this ieatiet, Be sure to keep appoimmens with yout
s harauge thig 15 2 Uime 10 determine it there are eary sighs of

B Lol

.
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T TN e Aviane™-2s aBLers T v
e e T (levonorgestrel and ethinyl estradiolt”
T | patens shod e counstad tht tis produet doe o prote

intection (AIDS) and other.sexually transmitted diseases. _ e

. AP P _.- B only

Osseription

21 orange active tablets each ing 0.10 mg of | 9 . d(-)-13p-

ethyi-1 a-tlnmyl-‘l7B-nyuvquPon-4-er_|-3-one. 4 toldlly synthetic progesto-
en, and 0.02° mg of ethinyl estragiol, 17a-ethinyl-1 35 10)-estratriene-
.13p-diol. The inactive ingredients present are: FD&C Yellow No. 6 Aluminum

Lake. hydroxypropyl . lactose .

stearate. microcrystalline :eﬂulns_!. Dolyel!ylene Qlycol, pregelatinized starch,

sodium starch glycolate and hitanium dioxi .

7 Light-green_ inert tabtets each contain: DAC Yeliow No. 10 Alummum Lake. FDAC

Blue No. 1 Aluminum Lake. FDAC Yellow No. 6 Aluminum Lake. lactose monohy-

drate. magnesium stearate, microcrystaliine ceilulose and pregeiatinized starch.

. . . P 0%
. - o i o Levonorpestre)
: - ' MW: 312.45 MF: CoqH250; . -
U .

MW: 296.40 MF: CogHa05

. . . Clinicx) Pharmacotogy ———
. . . Combination ora) contracepives act by suppression ot gonadotropins. Although ———

the primary mechanism of this acbon 15 in) ibibion of ovutation, other aiterations
include changes in the cervical mucus (which Increass the difticulty of ;renn entry

. : . . imo,he wterus) and the endometnum (which reduce the hkeilngod-of MpanLs,
N . . ‘ ton). co——
— ——— PHARMACOKINETICS
A2 s Absorption
hd - No specific investigation of the absolute bioavaitabi Y 0f Aviane™

and ethinyt estradiol) tablets in humans has been conducteg. However, literalure
indicates that tevono rel is wdly ang compietely absorbed after oral agmm-
Istration (bisavailability about 100%) and s not subject 1o hrst-pass metabohism.
Ethunyl estradiol is dly and aimos| completely absorbed trom the rointest-
I | ut, dus to Tirsi-pass metabotrsm in ’m MuCosa and liver, the bicavail-
ability of ethiny! estradiol is between 38% and 8%.
After a single dosa of levanorgestre! and ethinyl estradiol 0.10 mp/0.02 mg tablets
10 22 wormen under tasting conditions, maximum serum concentrations of lev-
onorgesirel are 2.8 + 0.9 ng/mL (mean s SD) at 1.6 3 0.9 hours. At steaq state.
attained from day 19 onwards, maxrmum levono: 2strel concentrations of 6.0 ¢
2.7 no/mi_ are reached at 1.5 2 0.5 hours after the e. The minimum serum
levels ot tevonorgestrel at steady state are 19 ¢ 1.0 nymL. Obsarved fev-
on rel concentrauions increased from day 1 (single dose) to days 6 and 21
{muliipie doses) by 34% and 96%. respmml‘(ﬁuure 1). Unboung ievonosgestre!
concentrations increased from day 1 to days 1 by 25% 3%.
. . tively. The kinetics of total levonorgestrel are non-linear due to an increase mn .
L . . binding of levonorgestre) to sex hormone binding giobulin (SHBG), which is "
LN . atiribyled 10 increased SHEG levels that are induced by the datly admimstra-
. . tion of ethinyl estradio).
lowing a single dose, maximum serum concentrations of ethiny! estragiol of 62
1 w?nL are reached a1 1.5 + 0.5 hours, Al steady state. attained from at teast
6 onwards, maximum concentrations of ethinyl estradiol were 77 2 30 po/mL
and were reached a1 1.3 » 0.7 hours after the wg dase. The mimmum serum lev-
els of ethinyl estradiol at $teady state are 10.5 ¢ 5.1 JMnL Ethiny) estradiol con-
centretions i not increase from days 1 10 6, but o increase by 19% trom days
110 21 (Figure 1).
FIGURE 1 . o .

Mean (SE) (" and ethin serum ions in 22
Dt fving 100 pg YI, and 20 pg ethinyl estradiol

. : . . Fol
e e e . . : +2

\ -
l..l.l"l .-I.C..l-
Time (hours) Time (hours)
>Day 1o Day 6 o Day 21 2 Day 10 Day 6 a Day 21
Levonorgestrel Ethiny! Estradio!
) Tabe | provices & summary of DeSie and ethiny! estradiol pharmacoiinett parameters,
- ' ' TABLE 1: MEAN (SD, PHARMACOKINETIC PARAMETERS OF re)
. ‘ ethinyi estradiol, 0. 02nwn.02mqhhlelsWERA2l~DAYDOSINGPE D 9
. X Levonorgestret
- . ' Crrax Trmax ac [-73 VoF SHBG
. h nmot
) . c . 1 08 150G  B2028) 5708 286(109) 5718)
.o - 6 AR04™ 1507 80188  40B(145) 205(086) 81 (25)
2 6O0RES)  15(005) 633 (R5) 284(103) 1006 w4
- Unbound Levonorgestret
h L %
(128) ) “415) 187 073)
6 T19(20) 15@7) T4 40) 224 (059) 1124 (405) 180 (0.24)
- Fal JOBEB  15005) 17482 157049 T88(257) 1.78.19)
. - h
1 ) } ) 143Q \
} 6 ®I@A9 1apn 604 (231) 610 (195) 155 (4.0)
21 23@®2) 1.4 (06) 776 (308) 436(179)  124441)
* Distribution
LBunraraprial v oconim o oel L, e mom

]




M WA FENIVY

Conx Tmax AL as of SHEG

Doy aﬂ h # # ug ol
1 ss) 1 ) [§32) T8  266(1.09) (18)

6 42070 1507 480(185) 408(WUS) 205086 §105)
2 S0RE5) 1505 IS 24103 1L808) 90 (0)
Unbound Lavenorpeserel
h [
121 } L
6 779@.0) 15(07) M0, 224(055) 11241405 1.00{02¢)
k4l 10ER6S 1505 17U 157(048) 786(A7) 1L.7BMIG)
e Esvariol
h % % ?
7 ﬁﬂ T3 00 @04 W33
6 %7@8 13an (T 6101%) 15540
a RIM2) 14@6  TBAB) 46177 124@n
mlovvcsm. i bound o SHBG. Ethiny! estradiol bout
N | est 0! 1S aboul
57% bound to plasma albu?mn Ethinyt estradiol does norl'ymo to SHBG. but
induces SHBG synt
m
: The most importamt me:bul-: ptm?y (:cﬁcu un‘tsng reduction o!
3 roxylaton ions an tollowed
e o mm:,' the metaboiites mm i he biood are suMtates of

congl?mﬂ

tetral ro-mono tre). wiule excretion occurs predomnantly in the form

. r%s pareni levonorgestrel also circulates as 178-sultate.
I clearance rates rnay nnm among lnﬂm)ualsw severaliold, an |s rnav

account in pzn 'nr the wid mira-

nms among use

{CYP3A4) in the iver ate respon-
slhle {or the 2-| Nyﬂrolriahon lnal 18 me major oxidative reaction. The 2-hydroxy
metabolite |s 'unner nnstormeo by’mumymwn and glu:gromaanon pnor to

unnary and YP3A) vary widely

amon, mdmduals and can explam the vanation 1n nlu of ethinyl esiradiol

hydroxylation. Ethinyt estradiol is excreted in the unne and feces as olu-
and suftate and undergoes enterghepatic circulation.

Excretion .

The elimi hat-tite tor B is 36 £ 13 hours at steady

me

EvOnorgest metabolites are pnman? excreted in the unne (40% to

68%) and agmmlﬁ'? 10 48% are excreted . The ehmmation half-ite of
ethinyl estradiol is 18 + 4.7 hours at steady state.

SPECIAI. POPULATIONS

Basea on the nnamacolmﬂlc study with ievon ret and ethinyl estradiot
0.10 mp/0.02 mg tablets. there are no apparent differences in pharmacoksnetic

parameters amonp women of different races.

Hepatic insuthcrency

No formal studies have evaluated the eftect of hepatic disease on the disposition of

Aviane™ (ievonorgestrel and ethinyl estradiol) tal Mowever, steroid hormones

may be poorty metabotized in patiéms with impaired lver tunction.

Renal insufficiency

i‘o formal studies have evaluated the eftect of renal disaase on the disposition of

viane™.

Dmp-Drug Interactions

:mmnmns between ethiny! estradiol ana other drugs have been reposted i the

nerature.

*  Interactions with Absorphon: Diarthea may increase gastrointestinal motility
and reduce hormone lbsomhon Similarty. any druuuvmlcn feduces gut tran-
sit ime may reduce hormone concentrations in the

* Interacbons with Metabolism:

Gastrointestinal wall: Sultation of ethinyl estradiol has been shown 1o 0CCut in
the gastrointestinal (GI) wall. Therefore, drugs which 301 as competitive
inhibitors for sulfation in the G! wall may increase ethinyl estradiol bioavail-
ability {e.9.. ascorbic acid).
ic metabolism: interactions can occur with drugs that induce microso-
mal enzyfnes which can decrease ethinyl estradio concentrations (e.g..

ritampin,
. ence with Ei o h Some clinical reports suggest tha
ents are grven. which veﬂm mmyi estngmrg';%r?rg' :r{gl?;olxc
1 {
:ronplclllln tetracycline). M ¢
. mrmmm in the Metabolism : Ethinyl estradiol imertere
m by the nm m u;hc er nt}mgs by mmbx atie microsomal enzymes
{
inQly. plasma and

pa
ussue concentrations either be increased of
ue:vm: respectively {e.g.. cyciosponn. meocm
mlmlm lml Usape

Orat are i or the gnancy in women who
eiect 10 use this product as a mﬂnou of commmm\ e
Oral comnceptwes are highly eflective. Table 11 ists the tymcal accidenal preq-
nancy rates for users of comhmon and other

1hods, excepl sterilization, lh

commepuon The eft
ity with which they are used.

1UD. and Norpiant* 'S lem uepenns upon MI
Correct and consistent use of methods can result in unm laslure rates.

TABLE II: PERCENTAGE OF WOMEN EXPERIENCING AN UNINTEN ED PREGNANCY
DURING THE FIRST YEAR OF USE OF APEONFRACEFI D £

Method Pertect Use Iymcal Use
Norpiant® Sysiem 0.1 .
Mﬂrghnenl-yﬂnn (6 cansues) 0.1 8}5
Femate steriluzation 04 04
Depo-Provena® (injectable progestogen) 0.3 03
Oral contraceptives 3

Combined 01 NA

Progestin onty 05 NA
o

Progesterone 15 20

Copper T 380A 06 08
Condom (maie) without spermicede 3 12

(lemale) without spermicide S 2
Cervical cap

Nulliparous women 9 18

Parous women 2% 3
Diaphrapm with spermicidal

cream or jeily [} 18
Spermicides atone

(toam. creams, jellies, ana vaginal

suppositories) 6 2
Periodic abstinence (all methods) 1-9° 20
Withdrawal 4 19
No ¢ gnancy) 85 85
NA - not available
Dy on method i post

Adapted from Hatcher RA et al., Comnmmn Technoiogy. lem Revised Edruon
New York, NY: trvington Publishers, 1994,
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The use of ora) contracepuves is 530Ciated with increaseg TiSks of several senous
conditions including Mmyocardiat infarction, mmmhoambolism, stroke, hepatic neo-
Dlasia, gaiiiagger disease, ang hypertension, Athough the risk of senous morbig.
ty or mortality is Very small in heattny women withaut undertying risk factors. The
fisk of mordidity angd Mortality increases Signiticantty in the Ppresence of gther
undertying risk tactors $uch as hypertansion, hypertipidemnias. obesity and dig-
betes,

in the incidence of disease betwesn Sral-contraceptive USETS and nonusers. The
Mnbutable risk goes Provide miormation aboyt the 2ctual occumrence of & disease
in the ion. For turther information, the reader is referred (o 5 text on epi-
demiological Methogs.

. - 1. THROMBOEMBOL 1 DISORDERS ANp OTHER VASCyLAR PROBLEMS

. 3. Myocardial infaresjon

: AnwmmnmvhlimmmmMMedMomcmmw

CIRCULATORY DISEASE MORTALITY RATES PER 100,000 WOMAN YEARS gy
AGE, SMOKING STATUS AND DRAL'CWTRACEPNVE USE

Onat com-
_— po— Contraceptives may

] . _ -——-, m"‘"--n Pound the etfects of well-
-~ . ' Y II " i\\\

(see section 9 %),
Simtar effects on RSk factors
have been assaciaten vpth 5.




EMONQ women who Uss Orl) conracepbves. v

N . -, CIRCULATORY DISEASE MORTALITY RATES PER 100.000 WOMAN YEARS BY P -
' T AGE. SMOKING STATUS AND ORAL-CONTRACEPTIVE USE .
) P i — Onal contraceptives may com-
c e e, 2% . - s B pound the etfects of well- e
B T L e . == N&== known risk factors, such a5 - .
fae = e e BRI | iipidernias, 208 and cesity. In .
_ : i particutar, some - -

cholesterol and cause ghucose
intoierance, while estrogens
A2y Create a state of fypenn-

blood pressure among users
{see section 9 in “Warnings').
Similar effects on risk factors
have been associated with an
increased nsk of hean disease.
Oral contraceptives must de
used with caution in women
with cardiovascular disease
nsk tactors.
b. Thrompoembolism
An intreased risk of throm-
boembolic and thrombotic
drsease associated wilh the
TABLE 11I, (Adapted from PM. Layde and V. Bera o & rm'sl
- M. . . weitestabished: £ase contro
Lancet. 1:541-546, 1881.) studes have found the rela-
tive risk of users compared to.non-users to be 3 for the first episode of superficial
e . R S venous thrombosis. 4 to 11 for deep-vein thy is or y ism. ano
e e 1.5 10 6 tor women with 0 JONS for venous ic dis- ot ST
) oo S T L s . ease. Cohort studies have shown the relative risk o be somewhat fower, about 3 o : . .
- B DA for new cases and about 4.5 for new cases requinng hospetalization. The risk of .. .
: ] thromboembolic disease due 10 0ral contraceptives is not retated 1o kength of use L X
and disappears atter pili use is stopped. c .o . L [
A two- to four-fold increase in retative risk of postoperative thromboembotic com- . - .
plicahons has been reported with the s of ora) contraceptives. The relative nsk ) .
of venous thrombosis in women who have predisposing condibons is twice that of . A .
women without such medical conditions. H feasibls, oral contraceptives should be
discontinued at least four weeks prior 1o and for two weeks after elective surgery
R 01 a type associated with an increase in risk of thromboemboltsm and dunng and
‘—— L . P following prolonged immobilization. Sinca the immediate post-partum period 1s
- . . aso with an risk ot th ism, oral
should be started no earlier than four to six weeks after debivery in women who
. elect not to breast-teed. or a midiri inati
: . . €. Cerebrovascular diseases
. C Lo . Oral contraceptives have been Shown L0 increase both the retative and attnbutable
. risks ot events (th ic ang ic strokes), although. in
BESE) ’ . . oeneral. the risk is greatest among oider (>35 years), hypertensive women who
P - : - also smoke. Hypertension was found to be a risk factor tor both users and

14 Y

. - . nonusers. for both types of sirokes. while smoking interacted 10 increase the nsk
\z - for hemormhagic strokes.
. In a 1arge study, the relative risk of thrombotic strokes has been shown (o range
from 3 for normotensive users to 14 for users with severs hypertension, The rela-
tive nsk of hemorrhagic stroke 1S reported to be 1.2 for nonsmokers who used oral
comraceptrves. 2.6 for smokers who did not use oral contraceptives. 7.6 tor Smok-
ers who used ora) ives. 1.8 tor ive users and 25.7 for users
with severe hypertension. The attributabie risk is also greater in oider women.
d. Dose-reisted risk of vascular diseass from oral contraceptives
A positive association has been observed between the amount of estrogen and
in ora) ives and the nsk of vascular disease. A deciing in
serum high-density lipoproteins (HDL) has been reported with many progestation-
@ agents. A decline in serum high-density lipoproteins has been associated with an
increased incidence of ischemic heant disease. Because estrogens increase HOL
- : o . cholestero!, the ret eftect of an oral contraceptive depends on a balance achieved
- . : between doses of estrogen and progestogen and the nature and absolute amount -
. - . N R of progestogen used in the contraceptive. The amount of both hormones should be . -
ERCLIERIRT LU B - L mm— considered in the choice of an ora) contraceptive.
- i i . Minimizing to ¢strogen and pi is in keeping with good princi-
: " . pies of therapeutics. For any particular estrogen/progestogen combination, the
T e - dosage regimen prescribed showld be one which contains the ieast amount of
. = estrogen and progestogen thal is compatible with a low failure rate and the needs
T of the individua! patient. New acceptors of orat-contraceptive agents should be
started on preparations containing less than 50 mcg of estrogen. - .t
e. Persistence of risk of vascutar disease . - —
There are two studies which have shown persistence of risk of vascular diseass for . . N
ever-users of oral contraceptives. In a study in the United States, the risk of devel- .
oping my il i ion after di inuing oral ives persists tor at
least 9 years for women 40-49 years who had used oral contraceptives for five or
more years, but this nsk was nrot in other age groups. In
another study in Great Bntain, the nsk of developing cerebrovascutar disease per-
sisted for at least 6 years after di ion of oral . o
excess nsk was very small. However. both studies were performed with oral con-
T i ing 50 mi or higher of estrog
2. ESTIMATES OF MORTALITY FROM CONTRACEPTIVE USE )
One study pathered data from a variety of sources which have estimated the mor- N
fality rate assoctated with ditterent methods of contraception a1 difterent ages s .
(Table IV). These estimates incfude the combined nisk of death associated with con- ' -

plus the risk o in the event of method
failure. Each method.of contraception has its specific benehts and risks. The stuty |
that with the ot ora: users 35 ang cider who

smoke and 40 and older who do not smoke, Y iated with all
of birth control 18 tess than that associated with childbirth. The observation of a
possible increase in risk of monality with age for oral-comraceptive users is based .
0n data gathered in the 1970°s—but not reported until 1983. However, current chn- . K
ical practice involves the use of lower pen dose i ined with )
carefut restniction of oral-contraceplive use to women who do not have the various
fisk factors bsted in this labeling.
Because of these changes in practice and, also, because of some limited new data
which supgest that the risk of cardigvascular disease with the use of oral contra-
ceptives may now be less than previously observed, the Fertility and Matema!
Health Orugs Adwisory Committee was asked 10 review the topic in 1989. The
Committes that disease risks may be increased
M with oral-contraceptive use ater age 40 in healthy nonsmoking women (even with
. the newes low-dose formuiations), there are greater potential heath nsks assoct-
ted with pregnancy in older women and with the afternative surgical and medicat
procedures which may be necessary i such women do not have access to effec-

tive and means of ~ \
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Theretore, the Committee fecommended that the benetits of oral-contraceptive use
by healthy nonsmoking women over 40 May outweigh the possidle nsks, Of
Course, oider women, 23 all women who taks oral contraceptives, should take the
Jowes! possibie dose tormutation that is efiective,

TABLE Iv: ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS
ASSOCIATED WITH CONTROL OF FERTILITY PER 100.000 NONSTERILE WOMEN.
BY FERTILITY-CONTROL METHOD AND ACCORDING T0 AGE

Metrod of control and outcome  15-19 20.24 25-29  30.34 35-39 4044

No fertilny-controt 70 74 99 148 257 282
Oral contraceptrves

nonsmoker** 03 05 09 19 138 A6
Oral contraceptives

smoker** 22 34 66 135 S11 n72
iup*~ 08 08 1.0 1.0 14 14
Condom* 11 16 07 0.2 03 04
Diaphragmyspermicide * 19 12 12 13 22 28
Periodic atrstinence* 25 1.6 16 17 29 36

" Deaths are birth-related
°* Deaths 2re method-retated
Adapted trom H.W. Ory, Famity Planning Perspectives. 15:57-63,1883.

3. CARCINOMA OF THE REPRODUCTIVE ORGANS

Numerous epidemiological studies have been performed on the madence of
breast, endometrial, ovarian and cervical Cancer in women using oral contracep-
tves. The ing evi in the ke that use of oral con-

ences in examination of users gnd nonusers and difterences in age at start of use.
has been questioned.

Some studies suggest that orat use has been i with an
Increase in the risk of cervical intraepithehal Neoplasia n some populations of
women, . there ; to be Y about the extent to which such
findings may be due to ditterences in sexuat behavior and other factors.

In spite of many studies of the i ip between ora) ive use and
breast and cervical cancers, 3 Guse-and-effect relstionship has not been esta-
lisheg.

4. HEPATIC NEOPLASIA

Benign hepatic ad: are iated with oral plve use, although the
incidence of thess benign tumors is rare in the United States. Indirect catcutations
Rave estimated the aftributable risk to be i the range of 3.3 €352$/100,000 for
users. 3 risk that increases atter tour or more years of use. Rupture of rare, benign,
hepatic agenomas may cause death through intra-abdominal hemorrhage.

Studies trom Britain have shown an i fisk of ping by

Qreinoma in long-term (>8 years) orak Plive users. Hy . these can.
unmmvmmmu.s.mmmm(mmimy
of liver cancers in orar pive users tess than one per million
users.

5. OCULAR LESIONS

Thers have been clinical case Teports of retinal thrombosis associated with the use
of ora contraceptives, Oral ives should be dx j i thera 1s unex-

plamed partia) or complets foss of vision; onset of proptosis 07 diplopia; papitiede-
M3, of retinal vascular tesions, A ate di i and th :
Should be underiaken immediatety.
6. ORAL-CONTRACEPTIVE USE BEFORE OR DURING EARLY PREGNANCY
mmmMomiwmnMMMmammmmmm
N women who have used orat ives prior to Y. Studres atso do
101 sugges! a teratogenic effect, particularty in so far as cardiac anomalies and
limb-reduction defects ars when taken inad ly dunng earty preg-
nancy.
The administration of oral contraceptives to induce withdrawa! bieeding shoulg not
hmsam!uvpm.ﬂmwmmmmmumammu
0 Y 10 traat th oF habituat adortion.
nnmmmmtuxwmmmmmmmwmuﬁms.
pregnancy should be ruled out betore contnuing oral-contracepive use. It the
panent has not adhered 1o the t chy . the ilty of pregnancy
mwumnmmmmeﬁmm‘nmmnu. Onakcomraceptive use
should be i it preg: Y is contii
7. GALLBLADDER DISEASE
Earlier studies have reported an increased lifetime relatve risk of Qallbladder
SUTgery in users of oral contraceptives and esirogens. More recent stugies, how-
€ver, have shown that the relative risk of developing palibiadder diseass among
oral-contraceptive users may be minimal. The recent findings of minimal risk may
be reiated to the use of oras ve & i ing iower hormon-
&l 0oses of estrogens ang progestogens.
8. CARBOMYDRATE AND LIPID METABOLIC EFFECTS
Oral contraceptives have been shown to cause glucose imolerance in a significant
percentage of users. Oral contraceptives containeng greater than 75 micrograms of
ogens cause hyperinsylin .wnilelomﬂmsutmrwenmulessmu-
Cose imoierance. Progestogens increass insutin secretion and create msutin resist-
ance, this effect varying with ditferent p i . However, in the non-
diabetic woman, oral contraceptives appear to have no eftect on fasting blood ghu-
cose. Because of these eftects. g digherr vinman
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bmp. outects are , when taken i y dunng earty preg-
nancy.
The of orat to induce withdrawal bieeding should not

hmsammmq.&nlmmmmummﬂw
Pragnancy 10 treat threatened or habitual aborbon.
113 recommended tat for any catient who has missed two cOSacUtve PENods,
pwmnwmwummmmmmwmmmu.nm
pavent has not adhered to the prescnbed schedule, the possibilty of pregnancy
Shoutd be CONSIdEred at the tme of the first missed period. Ora-COMTTacEpUYe use
should be it pregnancy is contirmed.
7. GALLBLADDER DISEASE
Eartier studies have reported an incraased lifetime relative risk of galibladdsr
Surgery in users of oral contracepuives and estrogens. More recent studies. how-
mv.mmmmmmmmwﬁnywﬂmruwm
Oral-contraceptive users may be minimal. The recent tindings of mimmal rigk may
be related to the use of orat: y X ining Jower hormon-
 doses of estrogens and progestogens.
8. CARBOHYDRATE AND LIPID METABOLIC EFFECTS -
Oral contraceptives have b2&1i shown to cause glucose intolerance in a signrheant
percentage of users. Oral contraceptives comaining greater than 75 micrograms of
Qens cause i 7sm, while lower doses of estrogen cause jess glu-
cose imolerance. Progestogens increase msulin secretion and create insulin resist-
ance. this eftect varying with ditferent progestational agents. However, in the non-
diabetiC woman. ora) contraceptives appear to have no etfect on fasting biood glv-
cose. Because of these eftects. and diabetic women
should be carefully observed while taking orat contraceptives.
A smail proportion of women will have persistent hypertriglycendemia white on the
pill. As thscussed eariier (see "Warnings™ 12. and 10.). changes in serum trighyc-
erides and lipoprotein levels have been reported m oral-contraceptive users.
9. ELEVATED BLOOD PRESSURE
An increase in blood pressure has been reported in women taking oral contracep-
tves and this increase is more likely in alder oral-contraceptive users and with con-
baued use. Data from the Roya! Coilege of General Practtioners and subsequent
RRgomized tnals have shown that the of hy ion i with
increasing quantities of progestogens.
Women with a hstory of or hy ion-retated or renai
Qisease shouid be ancouraged 10 use anciher method of contracepiion. If women
with hypertension etect 10 use oral they should be l close-
ly and it signi ion of bioog occurs, oral shouid
be discontinued. For most women, elevated biood pressure will return to normal
aner stopping oral contraceptives: and there is no ditference in the occurrence of
hypertension among ever- and never-users.
10. HEADACHE
The onset or ion of migraine or of with 2 new pat-
tern that is recurrent, persistent or severs requires discontinuabon of oral contra-
ceptives and evatuation of the cause.
11. BLEEDING IRREGULARITIES
Breaktrrough bieeding and spotung are sometimes encountered in patients on ora)
contraceptives, especialty during the first three months of use. The type and dose
may be i causes should be considered and
adequate duagnostic measures taken 1o rule out malignancy or pregnancy in the
event of breakthrough bieeding, as in the case of any abnormal vaginal dieeding. It
pathology has been excluded, time or a change to another formulaton may.solve
the problem. in the event of amenorrhea, pregnancy should be ruled out.

Some women may post-pill or iatly
when such a condition was preexstent.
Procaxtions

Patients shosld be cosnsaled that this preduct dees act pretect sgainst HIV
intaction (AIDS) end other saxsaily traasmitted diseases.

1. PHYSICAL EXAMINATION ANO FOLLOW-UP

A periodic history and physical examination is appropriate for atl women, including
women using 0ra) contraceptives. The physicat examination. however. may be
deferred until atter initiation of oral it by the woman ang
judgea appropriate by the clinician. The physical examination should include spe-
Cial reference 10 blood pressure, breasts, abdomen and petvic organs. including
cervical cytology. and relevant laboratory tests. in case of undiagnosed. persistent
of recyrrent vaginal bleedi i i shouid be
conducted to rule out malignancy. Women with a strong family history of breast
cancer or who have breast nodules should be monitored with particular care,

2. LIPID DISORDERS

Women who are being treated tor hypertipidemias should be followed ciosaly it

they elect to use oral Some may elevate LDL levels
and may render the control of hyperiipidemias more drfticutt.

(See “Wamings * 10.)

3. LIVER FUNCTION

H jaundice oevelops in any woman receiving such drugs. the medication should be
di Steroid May be poofly metabolized in patients with
impaired tiver function.

4. LUNDRETENTION

" Oral contraceptives may cause some degree of fiuid retention. They should be pre-

scnbed with cautien. and only with caretul monttonng. in patients with conditions
which might be aggravated by fiuid retention,

S. EMOTIONAL DISORDERS

Patients ing significantty while taking oral contraceptives should
st0p the ion and use an method of 0 an attempt to
Getermine whether the symptom is drup reiated. Women with a history ot depres-
$i0n shoald be carefully cdserved and the drup discontinued if depression recurs
10 a serious degree.

6. CONTACT LENSES

Contact-lens wearers who develop visual changes or changes in lens tokerance
shoutd be assessed by an ophthaimologist. o
7. DRUG INTERACTIONS

Reduced efficacy and i ingi of b 0h bleeding and

a i ities have been i with use of ntampin. A similar
association, though less marked, has been Sugpested with barbiturates, phenytby-
tazone. phenytoin. and possibly with in, icitlin, and Y 2

8 INTERACTIONS WITH LABORATORY TESTS

Certain endocnne- and iiver-tunction tests and biood components may be aftected
by oral contraceptives:

a. Increased prothrombin and fagtors VI, VHII, IX. and X; decreased antithrombin
3; increased norepinephrine induced piatelet 20prepability.

b. Increased thyroid-binding globulin (TBG) leading to increased circutating totat
thyroig hormone, as measured by protem-bound iodine {PBI). T4 by column or by
radioimmunoassay. Free T3 resin uptake is decreased. refiecting the eievated TBG:
free T4 concentration is unahtered.

c. Other binding proteins may be eievated in serum.

d S binding ins are i and resull in elevated levels of
toul circulating sex sterods; however, free or biologically active levels remain
unchangeo.

¢. Triglycerides may be increaseq.

1. Glucose tolerance may be decreased.

.. Serum folate levels may be depressed by orai-contraceptive therapy. This may

ion.
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be of chiniy o it 3 woman gnant shortly after discontinu-
ing oral wms.

9. CARCINOGENESIS

See “Warningy® section.

10. PREGNANCY

*Pry wa&ewm and ‘Waraisgs® sectons.

11, NURSING MOTHERS

Smatl amounts of orai-pontraceptive Steroids have been identitied in the milk of
Nursing MOthers, ang a tew agverse effects on te child have been reported. mciud-
ing jaundice ang breast entargement. In addition, oral contraceptives given in the
POSIDTIUM period may interfere with lactation by @éCieasing the quantity and
quanty of breasy mitic if possible, the nursing mother shoud be 2dvised not 1o use
0r3) comraceptives but to vse other forms of contraception until she has com-
Pictely weaned her chitd.

INFORMATION FOR THE PATIENT
See Patient Labeting Printed Below.

Adverss Raactions

An increased risk of the following serious adverse reattions has been associated
with the use of oral contraceptives (see ‘Warnings™ section):

Thrombophiebitis

Arterial thromboembolism

Pulmonary embolism

Myocardial infarction

Cerebral hemorrhage

Cerebrat thrombosis

Hepatc adenomas or benign liver tumors

There is evidence of an association between the following conditions and the use
of oral comtraceptives, although additional confinnatory studies are nesded:
Mesenteric thrombosis

Retina) thrombosis

The following adverse reactions have been reported in patients receming ora! con-
traceptives and are believed 10 be drug related:

Nausea

Vomiting

{such as inal cramps and bioating)
Breaithrough bieeding
Spotting
Change in menstrual flow
Amenorrhea
Temporary infertitity after discontinuation of treatment
Edema
Melasma which may persist
Breast changes:

___Change in weight (increase or decreass)

Change in cervical erosion and secretion

Diminubon in lactahon when given immediately postpartum
Cholestatic jaundice

Migraine

Rash (atlergic)

Mental depression

R L 0]

Vagina) candidiasis

Change in comeal curvature (steepening)

intolerance to contact lenses

The follownng adverse reactions have been reported in users of oral mnmmms
and the association has been neither confirmed nor refuted:
Premenstrual syndrome

Canracts

- Optic neuritis

Changes in appetite
Cystitis-like syndrome
Headache
Nervousness
Duziness

Hirsutism

" Loss of scaip hair

Erythema muttiforme

Erythema nodosum

Hemorrhagic eruption -
Vaginitis . - -

Pomphytia

Impasred renal function
Hemolytic uremic syndrome
Budd-Chian syndrome

Acne

Chanpes in Libido

Catis

Overdosage

Senous ill eftects have not been rep ing acute i of large doses

©f oral contraceptives by young children, Overdosage may cause nausea, and with-

drawal bieeding may occur in females.

Nencontraceptive Hes!th Benstits

The toliowing noncontraceptive health benetits related to the use of oral contra-

ceptives are supported by epidermoiogical studies which largely utiized oral-con-
imi ing 0.035 mg o1 etmny! estradiol

or 0.05 mg of mestranol.

. Eftects on menses:

cycle

Demased blood loss and inci of i ich anemia
of

Emcls related to inhibition of ovutation:

( i ot U ovarian cysts

D inci of ectopic X

Ettects trom tong-term use:

Decreased incidence of fibroagenomas and tibrocystic disease of the breast

Decreased incidence of acute pelvic inflammatory disease

Decreased incidence of endometriai cancer

Decreased incidence of ovanan cancer

Dosage and Administratisn
To achieve d
ethinyl estradiol 0.10 mp/0.02 mg) tablets must be lakzn exactly as directed and at
intervals not exceeding 24 hours. The dispenser should be kept in the waliet sup-
nhot 1 qunn pacehia Bachne nf the pills It the pillc fads patiente <hnteg nantnoe

ette . Aviane™ (i and‘

t
3
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Serous it eftects have not been reported following acute mgestion of large doses

* of oral contraceptives by young children. Overgosage may cause nausea. and with-
. Orawal bleeding may occur in femates.

"~ Eftects retated to inhibtion of ovulavon:
- Dey : ot !

. Decreased incidence of ovarian cancer

"\ Desaps and Administration
- To achieve maxi i . Aviane™ (| D ang
" ethinyl estradiol 0.10 mg/0.02 mg) tablets must be taken exactly as directed and at

Neucsatraceptive Health Bessfits
The tollowing noncoriracegtrve heath benets reiated to the use of orat comtra-
ceptives are supported by epidemiological studies which largely utilized orai-con-

0 doses 0.035 mg of ethiny! estradio!
or 0.05 mg ot mestranol.
Eftects on menses:
m‘e v 7 ey ——
Dy blood loss and o inch of iro. anema
Oy incK [

ovarian cysts
D inci of ectopic i

Ettects trom long-term use;

Decreased incigence of fibroavenomas and fibrocystic disease of the breast
Decreased incigence of acute peivic infammatory diszase
b of cancer

intervais not 9 24 hours. The di $hould be kept in ths waltet sup-
plied 1o avoid possibte fading of the pills. It the pills fade. patients should continue
to take them as directed.

* The dosage of Aviane™ - 28 is one orange tablet daily for 21 consecutive days. fol-

iowed by ane light-green inent tablet for 7 consecutive days. according to the pre-
scribed schedule.

" Hrs recommended that Aviane™ - 28 tablets be taken at the same nme each 63y.

Sunday stan:

. During the first cycle of medication, the patent is instructed to begin taking

" Aviane™ - 28 on the first Sunday after the onset of menstruztion, If menstruation

begins on 3 Sunday, the first tablet (orange) s taken that day. One orange tablet
should be taken daily tor 21 consecutive days, foliowed by one light-green inert
tablet daily for seven consecutive days. Withdrawal bieeding should usuaily occur
within three days foltowing discontinuation of orange tablets. During the tirst cycle.
contraceptive reliance should not be placed on Aviane™ - 28 unt) an orange tablet
has been taken daily for 7 consecutive days. The possibility of ovulation and con-
cepuion prior 1o init of medication should be consi

The patient begins her next and all subsequent 2B-day courses of tablets on the
Same day of the week (Sunday) on which she began her tirst course, following the
$ame schedute: 21 days on orange tablets—7 days on light-green inert tablets. If
in 3ny cycie the patient starts tabiets Later than the proper day, she should protect
herself against pregnancy by using another method of birth control until she has
taken an orange tablet daity tor 7 consecutive days.

Day 1 start:

During the first cycle of medication. the patient is instructed to begin taking
Aviane™ - 28 dunng the first 24 hours of her period (day one of her menstruat
cycle). One orange tablel should be taken daily for 21 consecutive days.
Withdrawal bieeding shoulo usually occur within three days following discentiny-
ation of orange tablets. ¥ medication is begun on day one of the menstrual cycie,
10 back-up contraception is necessary. f Aviane™ - 28 tabiets are started tater

than day one of the first cytie or 3 ive rehance
shouid not be placed on Aviane™ - 28 tablets until after the first 7 consecutive days
of istration. The ibility of ion and ion prior to initiation of
med:cation should be considered.

When the patient is switching trom a 21-day regimen of tablets, she should wait 7
days afler he last tablet before she stants Aviane™. She wil probably experience
withdrawal bleeding during that week. She should be sure that no more than 7 days
pass after her previous 21-day regimen. When the patient is switching from a 28-
day regimen of tablets, she should start her hrst pack of Aviane™ on the day after
her (ast tablet. She shoutd not wait any days between packs,

I spotng of breakthrough bieeding occur. the patient is instructed to continue on
the same regimen. This type of bleeding is usudlly transient and without signifi-
cance; however, i the bieeding is persistent or prolonged, the patient is advised to
CONSUN her physician, While there is Iittie ikelihood of ovulation occurnng it only
One 07 two orange tablets ars missed, the possibility of ovutation increases with
each sutcessive day that scheduted orange tabiets are missed. Although the occur-
rence o! pregnancy is unlikely if Aviane™ is taken according to directions, it with-
drawa! bleeding does not occur, the ibitity o y must be X

I the patiem has not aghered 1o the prescribed schedule (missed one of more
tablets or started taking them on a Gay Later than she should have), the probability
of y should be L at the time of the first missed period and
appropnate diagnostic measures taken before the medication is resumed. if the
patent has adhered 10 the prescribed regimen and misses two consecutive peri-
0ds, pregnancy shouid be ruled oul before continung the contraceptive regimen.
The risk of pregnancy increases with each active {orange) tablet missed. For agdi-

* tional patiem instructions regarding missed tablets, see the "WHAT TO DO IF YOu

MISS PILLS® section in the DETAILED PATIENT LABELING below.

. In the nonlactating mother, Aviane™ may be initiated postpartum, for contracep-

tion. When the tablets are in m the period. the i

risk of th ic disease i with the postpartum period musi be
considered (See “Contraindications”. Warsings', and Precastions conceming
thromboembotic disease).

Heow Supplied

Aviane™ -28 btets (0.10 mg levonorgestre! and 0.02 mg ethinyl estradiol) are
available in cantons of six dispenser cards of 28 tablets each, NDC 51285-017-28,

- as follows: 21 active tablets. orange. round coated tablet marked “dp” and 016",

7 ment wbtets, ight-green. round tablet markeg “dp” and “519".

- Stere 81 25°C (T7°F): sacursions permitted to 15°-30°C (59°-86°F). (See USP

controfied roem temperaters)

* Retorences svailable wpon request.
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revisits. You should also loliow your health-care provider's advice with regard to
regular check-ups while you are on the pill.
EFFECTIVENESS OF GRAL CONTRACEPTIVES
Ora contraceptives or “dirth-controt pills” or he pill® are used 1o prevent pragnan-
Cy and are more etfective than other nonsurgical methods of Dirth control, When
they are taken comectly, the chance of becoming pregnant IS less than 1.0% per
year when used perfectly. without missing any pills. Typecal faiture rates are less
than 3.0% per year. The chance of becomng pregnant mcraases with gach mrssed
pill gunng the menstrual cycie.
In companson, typical failure rates for other methods of Birth controt duning the
hirst year of use are 35 follows:
0: 3%
Depo-Provera® (injectable propestogen): 0.3%
Nosplant® System (implants): 0.1%
Oiaphragm with spermicides: 18%
Spermiciges aione: 21%
Male condom alone: 12%
Female condom alone: 21%
Cervicatcap ~ 777

Nulliparous women: 18%

Parous women: 36%
Periogic abshnence: 20% . .
No methods: 85%
WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES

Cigaretts smoking incresses the risk Of SSTIONS adverss efects on the hear!
sed blood vesssls from ersl costraceptive 3e. This risk increases with 298
ond with heavy smaking (15 of mors cigareites per day) aad it quite marked
in women over 35 years of 2ge. Wormen whe x3s orai contraceptives shou!d
01 smeka.

Some women should nat use the pill. For exampie. you should not take the pill 1t
you are pregnant or think you may be pregnant. You shoutd aiso no1 use the pill it
you have had any of the foliowing conditions:

* Heart attack or stroke.

* Bliood clots in the jegs (th itis), lungs Y ism). or eyes.

* Blood clots in the deep veins of your tegs.

* Known or suspected breast cancer or cancer of the lining of the uterus, cervix of

vagina.

* Liver tumor (benign o cancerous).

Or. 1t you have any of the following:

* Ches! pain (angina pectons).

. vagina ing {until a di 18 is reached by your doctor).

© Yellowing of the whnes of the eyes or of the skin (jJaundice) dunng pregnancy of

during prewous use of the pill.

* Known or suspected pregnancy.

Tell your heafth-care prowider if you have ever had any of these conditions. Your

heafth-care provider can recommend another method of birth contro).

OTHER CONSIDERATIONS BEFORE TAKING ORAL CONTRACEPTIVES

Te!l your heafth-care provider it you or arry tam:dy member has ever had:

* Breast nodutes, fibrocystic disease of the breast. an abrormal breast X ray of

mammogram.

* Diabetes.

« Elevated cholesterol of triglycerides.

« High blood pressure.

* Migraine or other headaches or epilepsy.

* Mentai depression

* Galibladder, heart or kigney dissase.

* History of scanty or irregular menstrual periods.

Women with any of these conditions should be checked often by their health-care.
provider if they choose to use oral contraceptives. Also, be sure to inferm your
doctor of health-care provider it you smoke or are on any medcations.

RISKS OF TAKING ORAL CONTRACEPTIVES

1. Risk of deveioping blood ciots

Biood clots and biockage of biood vessels are the most senous side eftects of tak-
ng oral contraceptives and can be fatal. In particular. a ciot in the iegs can cause
thrombophieditis and 3 clot that travets to the lungs can cause a sudden dlocking
of the vessel carrying blood to the tungs. Rasely, ciots occur in the blood vessels
of the eye and may cause blindness, double vision, of impaired vision.

1 you taks oral contraceptives and need elective surgery, need 1o stay in bed for a
prolonged iliness, or have recentty delivered 3 baby. you may be at nisk of devel-
oping blood clots. You should consult your doctor about stopping oral contracep-
tives three 10 four weeks before surpery and not taking oral contraceptives for two
weeks after surgery or during bed rest. You should also not take oral contracep-
tives soon atter delivery of 3 baby or 2 midtri gnancy i Itis
adwisabie to wait tor a1 least tour weeks atter delivery it you are not breast-feeding.
If you are breast-feeding, you should wait untl you have weaned your child before
using the pill. (See aiso the section on breast-feeding in ‘GENERAL PRECAU-
TIONS.")

2. Heart attacks and strokes

Oral contraceptives may increase the tendency to develop strokes (stoppage ot
fupture of blood vesseis in the brain) and angina pectons and heart attacks (block-
age of blood vessels in the heant). Any of these conditions can cause desth or seri-
ous disabilty.

Smoking greatly increases the possibility of suttering heart attacks and strokes.
Furthermore. smoking and the use of oral contraceptives greatly increase the
chances of developing and dying of heart drsease.

3. Galiviaader disease

Ora)-contraceptrve users probably have a greater risk than nonusers of having gall-
biadder disease. athough this risk may be retated to pilt's comaing high doses of
estrogens.

4. Lrver tumors

In rare cases. oral contraceplives can cause benign but dangerous liver tumors.
These benign liver tumors can rupture and cause tta! intemnal bieeding. In adai-
tion. a possible but not defimite association has been found with the pill and Irver
cancers in two studres in which a few women who developed these very rare can-
cers were found to have used oral contraceptves for iong penods. However, liver
cancers are exiremely rare. The chance of deveioping liver cancer from using the
pill is thus even rarer.

$. Cancer of the reproductive orpans

There is. at present, no i i that oral ives increase the
fisk of cancer of the reproductive organs in human studies. Several studies have
found no overall increase in the risk of developing breast cancer. However, women
who use oral contraceptives and have 2 sirong tamily history of breast cancer ar
who have breast noduses or abnormal mammograms should be ctosely followed by
their doctors. :

Some studies have found an icrease in the incidence of cancer of the cervix in
women who use oral contraceptives. However, this tinding may be related 10 fac-
tors other than the use of oral contraceptives.

ESTIMATED RISK OF DEATH FROM A BIRTH-CONTROL METHOD OR PREGNANCY
All methods of birth control and pregnancy are associated with a risk of develop-
in certain diseases which may lead to disability or death. An esumate of the num-
ber of deaths associateg wrin different methods of birth control angd pregnancy has
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—ases.

Oral contraceptives. aiso igown as ‘Dirth-comro! pills® o7 “The pill’. are Lueq to pre-
vent pregnancy. ang when taken correctly. have 3 failure rate of less than 1 0% per
year when used without mzssing any pills. The typical faiture rate of lirge qumbers
of pill users is less than 3.0% per year when women who miss pills ap (nciuded.
For most women orat contraceptves are aiso free of SENOUS OF UNPeaeant Side
effects. er. forgetting o laxe pels 3 the chances of
pregnancy.

For the majormty of women. oral contraceptives can be taken safely. Byt were are
some women who are a1 high risk of deveioping certain senous OiSeases that can

be fit ing or may cause Yy or ity or geatn. The
risks associated with taking oral increase signi Nyou'
* smoke,

« have high blood-pressure. diabetes. high cholesterol.

* have or have had clotting disorders, heast JTtack. stroke, angina peclons. cancer
of the breast or sex organs, jaundice. or malignant or benign liver tumaors

You shouid not take the pill if you suspect yOu are pregnant or have unexplained
vaginal bieeaing.

Cigarstie smoking increases the sish of serious sdverse efiect3 on the heart
and blest veszols tram sral contraceptive 3s. This risk increases with a9
and with besvy smokizg (15 or more cigarsttes per day) and is guits marked
in women over 35 years of age. Women who ¥se oral contracestives shosld

#ot soke.

Most sige effects of the pill are not senous. The most common such effects are
nausea. vomiting. bieeding between menstrual penods. WeAT Bain” breast ten-
demess, and ditficufty weanng contact lenses. These side effects, especially nau-
Sea and vomimng, may subsice within the first three months of use.

The serious side ettects of the pill accur very infrequentty. especaally it you are in
good health and do not smoke.

However. you should know that ths following medicat conditions have been asso-
cigied with or maoe worse by the pill;

1. Blood clots in the legs (th itis), lungs b ). stop-

page or rupture of 3 biood vessel in the brain (stroke), mocme of blood vessels
in the heari (heart atiack and angina pectoris) of other organs of the body. As men-

tioned above. Smoking increases the nsk of heart aNacks and strokes ang subse-
quent serious medical consequences.

2. Liver tumors. which may rupture and cause severe bieeding. A possibie but not
definite association has been found with the pil! and hver cancer. However. liver
cancers are extremety rare. The chance of devetoping hver cancer from using the
pili is thus even rarer,

3. High blood pressure. although biood pressure usuaily retums 1o normal when
the pill is stopped.

The sympioms associated with these senous Side effects are discussed in the
detailed lLeatiet given 10 you with your suppiy of pills. Notify your doctos or health-
care provider if you notice any unusual physical disturbances white taking the pill.
In addition. drugs such as rifampin. as well as some anticonvulsants and some

may orai

Studies to date of women taking the pilt have not shown an increase in the inci-
dence of cancer of the breas or cervix. There is. however, insutficient evidence to
rule out the possibility that pills may cause such cancers. Taking the pill provides
some important noncontraceplive benehits. These include less paintul menstrua-
hon, less menstrual blood toss and anemia. tewer pelvic infections. and tewer can-
cers of the ovary and the tining of the uterus.
Be sure to discuss any medica) condition you may have with your health-care
prowider. Your heath-care provider will take a medical and family history before
prescribing oral contraceptives and will examine you. The physical examination
may be delayed to another time it you request it and the health-care provider
behieves that 1t is appropriate 10 postpone it. You should be reexamined at least
once a year while taking oral contraceptives. The detailed patient information leatlet
Orves you turther information which you should read and discuss with your health-
care provider.
This product (like alt oral i isi to prevemt y. It does
not pratect against transmission ot HIV (AIDS) and other sexually transmitted dis-
eases such as chtamydia, genital herpes, genital wans, gonorrhea, hepatitis B, and
Syphilis.
OETAILED PATIENT LABELING
This prodect (like il srai s to prevent vey. it
6083 not protect against HIV intection (AIDS) snd other sexwally transwmitted dis-
.3,
INTRODUCTION
Any woman who i using oral ives (the birth-control pill or the
pill} shoutd understand the benefits and risks of using this form of birth controf.
Tius ieatter will give you much of the information you will need to make this deci-
sion and will atso help you determine if you are at risk of devetoping any of the seri-
ous side effects of the pill. It will te)l you how 1o use the pilt properly so that it will
be as eftective as possible.
However, this leatiet is not 2 replacement for a caretul discussion between you and
your heaith-care provider. You should discuss the intormation provided in this
feaflet with im or her. both when you first start taking the pill and dunng your
revisits. You should also lollow your heatth-care provider's advice with regard to
reguilar check-ups while you are on the pill.
EFFECTIVENESS OF ORAL CONTRACEPTIVES
Oral contraceptives of “binh-controt pills” o “the pill’ are used to prevent pregnan-
Cy and are more eftective than other nonsurgical metheds of birth control. When
they are taken correctly. the chance of becoming pregnant 18 less than 1.0% per
year when used perfectly. without missing any pilts. Typical taiture rates are less
than 3.0% per year. The chance of becoming pregnant mereases with each missed
pill dunng the menstrual cytle.
In comparison, typical filure rates tar other methods of birth control dunng the
1irst year of use are as tollows:
1UD: 3%
Depo-Provena* (inj 0.3%
Norplant™ System (nmplzms) 0.1%
Qiaphragm with spermicides: 18%
Spermicides alone: 21%
Mate congom alone: 12%
Female congom alone: 21%
Cervical cap

Nulliparous women: 18%

Parous women: 36%
Periodic abstinence: 20%
No methods: 85%
WHO SHOULD NOT TAKE ORAL CONTRACEPTIVES

Cigarette smoking Incressss the risk of ssrious sdverss effects on the heart
ond blood vesssis from eral contraceplive s, This risk increases with ags
and with heavy smoking (15 or more cigareites per dsy) and is quits tmarked
in wonren over 35 years of age. wmnommlmmmuula
not smoke.
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been calculated ang s shown in the following tapse.

ANNUAL NUMBER OF BIRTH-RELATED OR METHOD-RELATED DEATHS ASSOCH
ATED WITH CONTROL OF FERTILITY PER 100,009 NONSTERILE WOMEN, gy
FERTILITY-CONTROL METHOD AN ACCORDING 1O AGE
Method of control and outcome 1519 2024 7255 30-3¢ 3539 404a
No fertiny-controi methogs - 70 74 g, 148 257 282

Oral comraceptives

nonsmoker** 03 05 g9 19 138 np
0ral contraceptives

Smoker®* 22 34 66 15 511 17
o= 0a g 1.0 1.0 1.4 14
Congom* 11 18 g7 0.2 03 g4
Daohragnyspermicide* 19 12 4, 13 22 28

) Penod abstnence* 25 15 16 17 29 3
7 Dedins are trrtn-reiateg

“* Deaths are method-retateg
In the above table. the nsk of 0eat from any Dinth-contror method 'S Iess than the
i o F

ol smoke, the sk of geath was a than that associgted with pragnan.
Cy for any age group. except for those women over tne age of 40. when the nex
Increases to 32 geaths per 100.000 womnen, COMpared 1o 28 associated with preg-
nancy at that age. However, to; Pill users who Smake ang are over M8 age of 35,
the estmated number of Oeaths exceegs those tor other methods of ith comry;,
It'a woman 1s over the 3¢ 0! 40 ang smoges, Mer estimated risk of death is four
times higher (112/100.000 women) than tne estimated risk associated winn preg-
hancy {28/100.000 women) in that age groyp,

The sugpestion that women OVer 40 who don'y $moke should not take 02l comrg.

WARNING SIGNALS

I any of hess saverse etlects occur white YOu are taking oral contraceptives, ¢y
your doctor immediately:

* Sharp chest pan, coughing of blood, or sudgen shortness of breath (ind:cating 5
Possible ciot i te lung),

= Pain in the cant Uindicating a possiple gy in the leg).

* Crushing chest pain or heaviness in the ches (indicating a possibie hean anack),
* Suoden severe heatache o 0. di or fainting, gi of wision
Of speech, weakness, o nUmbness in an am or feg (tndicating a possible stroke).
* Sudden pariaj o complete loss of vision {indicating a possible ciot in the eye).
* Breast lumps (indicating possinte breast cancer or fibrocystic disease of the
breast; ask your doctor or heatincare provider to shaw you how 1o examine your
breasts), -

* Severe pain or 1 in the sty area (indicating 3 possibly ruptyreg
liver tumor).

* Difticutty in sieeping, weakness, lack of energy, fatigue, or change in mood (pos-
Sidly indicating severs depression).

* Jaundice or 2 yeliowing of the sxin or eyeballs, accompanieg frequently by tever,
fatigue. loss of aDpetite, dark-coloreq urine, or hght-coloreg bowe! movements
(indhicating possibia Iver probiems).

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal diseding

Occurs in more than one Cycie or lasts for more than 2 tew days, ik 19 your doc-
for or health-care proviger,

2. Contact lenses

1 you wear contact tenses and notice 3 change in vision o7 an inabitity to wear your
lenses. contac your docior or heatth-care provider.

3. Auid retention

Orat contraceptives M3y tause edem (Huig retention) with Swelling of the tingers ;

0r ankies and may raise Your biood pressure. Jg YOU experience flyig retention, con-
tact your doctor or heatth-care proviger,
. Melasma

A spotty darkening of the skin is possibie. partcularty of the 1ace.
5. Other sice ettects

pletety.
3. Lavoratory tests
1" vou are schegiien i or - sanarns, . .

5o




contraceptives Of any Other Grugs should ROt D8 USED GUNNG DIEgnancy uniess
ciearty necessary ang prescribed by your doctor. You shoutd check with your doc-
tor about risks 10 your unbom child of any medication taken dunng pregnancy.

2. While breast-feeding

# you are breast-teeding. consul your doctor before starting oni contraceptives
Someormeumq-inmmzdmmmmudinunmillAmmmeﬂmu
on the child have been repored. i ing v ing 01 the skin {jJundice) and
breast enlarpement. In 30dion, oral contraceptives M3y decrease the amount and
quality of your milk. 1l possible. do not use oral contraceptives while breast-feed-
ing. You shouid use another method of contraception since breasi-teeding pro-
wides only parsal jon from ing pregnant and this partal protection
decreases signdicantty as you breast-teed for longer periods of tme. You should
consider starting oral contraceptives only after you have weaned your chitd com-
pietely

3. Laboratory tests

It you are scheduled for any taboratory tests. tell your doctof you are taking birth-
control pills, Certain biood tests may be aftected by birth-controt pills.

4. Drug interactions

Certain drugs may imteract with birth-control pills 1o make them less eflective in
preventing pregnancy of Cause an increase in breakihrough bieeding. Such drugs
include mtampin, drugs used for eplepsy Such as barbiturates {tor example. phe-
nobarbital) and phemyton (Dilantin 15 one brand of this drug). Phenylbutazone
(Butazoldin 1s one brand) and possibly certain antidiotics. You may need to use an
additiona) method of contracephon during any cycie in which you take drygs that
can make oral contraceptives less effective.

This product (ke all oral contraceptives) is iended to prevent pregnancy. It does
not protect against transmission of HIV (AIDS) and other sexudlly iransmated drs-
eases such as chlamydia, genital herpes, genital warts, gonorrhea. hepatiis B. ang
Syphitis.

HOW TO TAKE THE PILL

Thns product (like al oral s d to prevent y. It does
not protect against transmissson of HIV (AIDS) ang other sexualty transmitted ds-
eases such as chiamy0ia, genital herpes, genrtal warts, gonorrhea. hepatitis B. and
Syphilis. .

IMPORTANT POINTS TO REMEMBER

BEFORE YOU START TAKING YOUR PILLS:

1. BE SURE TO READ THESE DIRECTIONS:

Before you stant taking your pills.

And

Anytime you are not sure what to do.

2. THE RIGHT WAY TO TAXE THE PILL IS TO TAKE ONE PILL EVERY DAY AT THE
SAME TIME.

It you miss pills you could get pregnant. This inciudes starting the pack late. The
more pil's you muss, the more likely you are to get pregnant.

3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING. OR MAY FEEL SICKTO
THEIR STOMACH DURING THE FIRST 1-3 PACKS OF PILLS.

1 you fee! sick to your stomach, do not stop taking the pill. The problem will usu-
ally go away. If it doesn't 9o away. check with your doctot or clinic.

4. MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING. even when
you make up these missed pills. On the days you take 2 pills 10 make up tor mrssed
pills, you could aiso feed a little sick to your stomach.

5_1F YOU HAVE VOMITING OR DIARRHEA, for any reason. or IF YOU TAKE SOME
MEDICINES. including some antibiotics, your pulls may nol work as well.

Use a back-up method {such as condoms or foam) until you check wiih your doc-
tor or clinic.

6. IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL. talk to your doctor
or clinic about how to make pill-taking easier or about using another method of
birth comtrol.

7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN
JHIS LEAFLET. call your doctor or climic.

BEFORE YOU START TAXING YOUR PILLS

1. DECYDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL. it is imporunt to
take i 3 about the same time every day.

2. LOOK AT YOUR PILL PACK TO SEE IF IT HAS 21 OR 28 PILLS:

The 21-pill pack has 21 “actwe’ orange pills (with hormones) 1o take for 3 weeks.
foliowed by 1 week without pills.

The 28-pill pack has 21 “active’ orange pills {with hormones) to take for 3 weeks,
tollowed by 1 week of “reminder” light-green pills (without hormones)

3. ALSO FINO:

1) where on the pack to start taking pitls,

- 2) in what order to take the pills {{ollow the arrows) and

3) the week numbers pnnted on the pack.

Example Only.

e
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4. BE SURE YOU HAVE READY AT ALL TIMES:

ANOTHER KIND OF BIRTH CONTROL {such as condoms or toam) o use 25 a back-
up method in case you miss pilis.

AN EXTRA. FULL PILL PACK.

WHEN TO START THE FIRST PACK OF PILLS:

You have a choice of which day o start takung your first pack of pills. Decide with
your doctor of ¢linic wihich is the best day for you. Pick 3 ime of day which will be
easy 10 remember.

DAY 1 START:

1. Pick the day labe! strip that starts with the tirst day of your period {this is the
day you stant bleeding or spotting. even i 1t is aimost midmght when the bieed-
ing begins).

2 Place this gay label stnp on the cycie tablet dispenser over the area that has the
days of the week (starting with Sunday) pnnted on the dispensing card.

T e




- ' L . Pk Correct Oay Labe! [THU FRI SAT SUN MON TUE WED]
- .o o ] L . Peel and piace label here.

SRR " e " Example
- . ony:

) - . . Note: If the first day of your penod is a Sunday. you can skip steps #1 ano #2.
- DoorEr oL ! 3. Take the first “active’ forange-coioreg] pifl of the first pack dunng the first 23
. : ’ ’ nours of your penod. ]
4 You witl not need 10 use a back-up method ol birth control. since you are stan-
ng the pill at the beginning of your penod.
. SUNDAY START
T 1. Take the tirst “active” [orange-colored} pilt of the first pack on the Sunday after
your penod starts. even it you are stil! bieeding. 1t your penod begins on
Sunday. start the pack that same day
2. Use another method of birth control as a back-up method if you have sex any-
time from the Sunday you start your first pack until the next Suncay (7 6ays).
Condoms or toam are good back-up methogs of birth control.
WHAT TO 00 DURING THE MONTH:
1. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS EMPTY.
Do not skip pills even if you are spotting or bieeding between monthly penods of
.. L, o feel sick 0 your stomach {nausea).
. . - s c . . . Do not skip pilis even if you 0o not have sex very often.
M o - Co 2. WHEN YOU FINISH A PACK OR SWITCH YOUR BRAND OF PILLS:
’ S . . C 21 pitis: Wait 7 days to start the next pack. You witi probably have your period dur-
e ing that week. Be sure that no more than 7 days pass between 21-03y Packs.
. 28 prlis: Start the next pack on the day aler your Last ‘reminger” pill. Do not wait
— L. : any days between packs.
. . . ’ ’ WHAT T0 DO If YOU MiSS PILLS
. . T It you MISS 1 orange “actve’ pill. A
o 1. Take 1t as soon as you remember. Take the next pifl at your regutar time. This -
means you take 2 pills in 1 day. -
2. You do not need 10 use a back-up birth-control method if you have sex. -
11 you MISS 2 orange “active’ pilis in a row in WEEK 1 OR WEEK 2 of your pack’
1. Take 2 pilis on the a3y you remember and 2 pills the next day
2. Then take 1 pill a day untit you finish the pack. X
3. You MAY BECOME PREGNANT it you have sex m the 7 days after you miss pilis
You MUST use anotner birth-control metnod {such as condoms or foam) as a
back-up for those 7 days.
It you MISS 2 orange “active’ pills in 2 row in THE 3rd WEEK:
1. /f you sre 8 Day 1 Starter:
THROW QUT the rest of the pill pack and start a new pack that same day.
1 you are 2 Senday Starter:
Keep taking 1 pill every day until Sunday. e
On Sunday. THROW OUT the rest of the pack and start a new pack of pills that
same day.
.- —=---2 You may not have your period this month but this 1s expected. However. il you -
miss your penod 2 months in a row, call your doctor of clinic because you might
be pregnant.
3. You MAY BECOME PREGNANT +f you have sex in the 7 days after you miss pills.
You MUST use another binth-control method (such as condoms of toam) as a
back-up tor those 7 days.
1§ you MISS 3 OR MORE orange “active’ pills 1n a row (dunng the firsl 3 weeks):
1. It you are 8 Day 1 Siarter:
THROW OUT the rest of the pill pack ang start a new pack tha same day.
it you sre 2 Sandsy Starter:
Keep taking 1 pill every day until Sunday.
On Sunday. THROW QUT the rest of the pack and start a new pack of pills that
same day.
2. You may not have your penod this month but this is expected. However. it you
. miss your penod 2 months in a row. call your doctor or clinic because you might
. be pregnant.
3. You MAY BECOME PREGNANT if you have sex in the 7 days after you muss pills.
You MUST use another binth-control method (such as condoms or foam) as a
back-up tor those 7 days.

. . A REMINDER FOR THOSE ON 28-DAY PACKS:
. . : it you forgey any of the 7 hight-green “reminder” pills in Week 4:
THROW AWAY 1he pills you missed.
Keep taking 1 pill each day until the pack s empty.
You do not need a back-up method if you start your next pack on time.

. : - FINALLY, IF YOU ARE STILL NOT SURE WHAT YO DO ABOUT THE PILLS YOU
: L. ’ HAVE MISSED
Use a BACK-UP METHOD anytime you have sex.
KEEP TAKING ONE-PILL EACH DAY until you can reach your doctor or chinic.
Prpgnm:y due to pill tature
. ) . The inci of pilt taityre ing in preg is i fess than 1.0%
. i taken every day as directed. but more typical failure rates are !ess than 3.0%. It
failure does occur. the risk to the tetus is minimal.
RISKS TO THE FETUS
it you do become pregnant while using oral contraceptives. the risk to the fetus is
small. on the orc'er of no more than one per thousand. You should, however, dis-
cuss the fisks to the developing child with your doctor.
Pregnancy after stopping the pil
. . . There may be some detay in becoming pregnant after you stop using orat contra-
A o . ) ceplives. especially f you had meoular menstrual cycles betore you used oral con-
. it may be until you begin mensiry-
ating reguiarly once you have novpen taking the pill and desire pregnancy.
There does not appear to be any increase in birth defects in newbom babies when
pregnancy 0Cccurs soon after stopping the pill,
Overv

osage
Serious ill effects have not been reported foltowing ngeshon of large doses of oral
conirageplives by young children. Overdosage may cause nausea and withdrawal
bieeding in femates, In case of overdosage, contact your heahth-care provider of
pharmacist.
Other information
Your health-care provider will take 2 medical and tamily history betore prescribing
oral contraceplives and wiil examine you. The physical examnation may be delayed
. 10 another tme if you request it and the health-care provider beleves that it is
. appropriate to postpone it. You should be reexamined at least once a year. Be sure
to intorm your heath-care prowder ff there is 2 tamily history of any of the condi-
tions listed previously in this leaflet. Be sure 1o keep all appointments with yout
heafth-care provider. because this is 3 time to determine if there are earty signs of
side efiects of oral-contraceptive use.
Do not use the drug for any condrbon other than the one for which it was pre-
scribed. This drug has been prescribed specitically tor you: do not gnve it to others
. - Wwho may want birth-controi pills.
HEALTH BENEFITS FROM ORAL CONTRACEPTIVES
. : in adaition to ] Y. use of oral may prowide certain
\ . benetits They are:
. * Menstrual cycies may become more regular.
* Btood flow during menstruation may be hgnier. and less won may be lost.
Theretore anermia due to won deficiency is less hiketv 10 oceur




- The intdence of pill tailure ing in pregnancy i

1T ATAT UR RIS YOU TISSed.
lupnldnﬂniﬂmuymﬁlmmismmy.
You 0o not need & back-up method it you starn your next pack on hme.

FHALLY, IF YOU ARE STILL MOT SURE WHAT TO DO ABOUT THE PILLS YOU
HAVE MISSED

Use a BACK-UP METHOD anytime you have sex.

KEEP TAXING ONE PILL EACH DAY until you can reach your doctor or clinic.
Pregnancy due o pill taiture

is 2pp less than 1.0%
it @ken every day as directed. bt more typical faiivre rates are less than 3.0%. If
failute does occur, the risk to the feturs is minimat.

RISKS TO THE FETUS
11 you do become pregnant while using oral contraceptrves, the risk to the fetus 1
smail. on the orcer of no mare than one per thousand. You should, however. dis-
Cuss the risks to the developing child with your doctor.

atter stopping the pill
There may be some deizy in becorming pregnant after you stop using oral contra-
mm.wwnmmmuwmmmwonmmwm-
tra It m3y be advi to ion until you begin menstru-
ating regularly once you have stopped taking the pilt and desire pregnancy. —_
There does not appear to be any increase in birth defects in newbom babies when
%’:’wuncy OCCUTS SO0N after stopping the pilt.

Serious ifl eftects have not been reported foltowing ingeshon of large doses of oral
cantraceptives by young chitdren. Overdosage may cause nawsea and withdrawa!
bieeding in females. in case of overdosage, contact your health-care prowider or
pharmacist.

Other intormanon

Your health-care provider will take 2 medical and family history before prescnbing
0oral contraceptives and will examine you. The physical examination may be deiayed
10 another ume if you request it and the health-cars provider believes that it is
appropriate to postpone it. You should be reeaxarmned a1 keast once a year. Be sure
1o intorm your health-care provider if there 1s 3 tamily history of any of the condi-
tions listed praviousty in this leafiet. Be sure to keep ail appointments with your
heatth-care provider, because thrs is a ime to determine rf there are early signs of
Side effects of oral-contraceptive use.

De not use the drug for any condrtion other than the one for which it was pre-
scribed. This drug has been prescribed specically for Yyou: do not give « 10 others

who may want birth-controf pilts.

HEALTH BENEFITS FROM ORAL CONTRACEPTIVES

In addibon 1o ing use of ora may provide certain
benefits. They are:

* Menstrual cycles may become more regutar,

* Blood tiow during mensiruation may be lighter, and less iron may be los!.
Therefare, anemia due to iron deticiency is less Iikely to occur.

* Pain or other dunng i be

* Qvarian cysts may occur less frequentty,

« Ectopic (tubal) pregnancy may occur less trequently.

* Noncancerous cysts or tumips in the breast may occur less frequently.

* Acute petvic inflammatory dissase M3y OCCur less trequently.

+ Orakcontraceptive use may prowde some protection against geveioping two
forms of cancer: cancer of the ovanes and cancer of the lining of the uterus.

1 you want more information about birth-conrol pills. ask your doctor or pharma-
ist. They have a more technical leatiet called the Professional Labeling which you
may wish to read.

fess y
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Briel Summary Patient Package insert

Aviane™-28 TABLETS

(LEVONORGESTREL AND ETHINYL ESTRADIOL TABLETS)
B only

mm(hmwm)hmnmm.luumm
HIV infection (AIDS) and other ssxually transmitted dissases,

Ape i st gy ]

MON TUE WED THU FRI SAT SUN
TUE WED THU FRI SAT SUN MON
WED THU FRI SAT SUN MON TUE
THU FRI  SAT SUN MON TUE WED
FRI. SAT SUN MON TUE WED THU
SAT SUN MON TUE WED THU FRI
SUN MON TUE WED THU FRI  SAT

Oral contraceptrves, also known as “birth-contro! pitis* o “the pilr, are taken 10 prevent pregnancy, and

when taken correctly. have a failure rate of Jess than 1.0% per year when usad withowt mISSing any pills.

The typical faiture rate of targe numbers of pill users is less than 3.0% per year when women who miss

pills are inciuded, For most women oral contraceptives ars aiso free of serious or unpieasant side eftects.

However. forgeting to take piits considerably increases the chances of pregnancy.

For the majorty of women, ora Contraceptives can be taken safely. But thers are some women who are at

high nsk of deveioping certain serious drseases that can be irle-threatening or May cause t2mporary or per-

manent disabitity or death. The nsks associated with taking oral ives increase sj i

 smoke,

* have high dlood pressure. diabetes, high chotestsrol.

* have or have had clotung disorders, heart attack, stroke, angina pectoris. cancer of the breast or sex
organs. jaundice. or malignant of benign tiver tumors,

You shoutd not take the pifl it YOU SUSpeCt you are pregnant or have vaginal bleeding.

l:lom-muwlummmmuﬁm-mmmmmmbhoumhm

oral-contraceptive uze. mhﬂdlmmmlnﬂmmmuniavmum
pet 03y) end is quite marked inmnmvunandm. Women who u3a ors! contraceptives
should #oi smoks.

Most side effects of the pilt are not serious. The most common such eftects are Nqussa, vomiting, bieed-
ing between menstruat periods. weght gain, breast tenderness, ang difficulty weanng contact ienses.
These side effects, especially nausea and vomiting, may subside within the first three months of use.

The serious side ettects of the-pioccur very infrequently, especially it you are in oood health and do not

Smoke. However. you should know that the g medical i have been k with or
Made worse by the pill:

1. Blgod clots in te legs {thrombophiebitis), lungs ( Y ism), g8 Or rupture of a
blood vessel in the bramn (stroke), blockage of blood vessels in the heart (heart attack and anging pec-
toris) or other organs of the body. As d above, ing i the risk of heart sttacks ang

Strokes and subsequent serious medica) consequences.

2. Liver tumors, which may rupture ang cavse severe bleeding. A poasidle but not definite association
has been tound with the pill and iver cancer, However. liver cancers are extiemely rare. The chance of
developing liver cancer from using the pill rs thus even rarer,

3. High blood pressure, although blood pressure usually returns to normal when the pill is stapped.

sants ang some antibioncs, may oral :

Studres to oate of women taking the pill Rave not shown an increass in the incidence of cancer of the
breast or cervix. There 15, however, insutticrent evidence to rule out the possibilty that prlis may cause
such cancers,

Taking the pifl some ive benefits. These include less paintul menstru-
ation, tess menstrual blood loss and anemia, lewer petvic intections, and fewer cancers of the ovary and
the hning of the uterus.

8o sure to discuss any medicat condrtion you May have with your health-care provider. Your heatth-care
provider will take a megical ang farmly history betore prescabing oral contraceptives and will examine

. you. The Df_fySIEI examination may be delayed 10 another time of you request it ang the heatth-care

you should read and discuss with your health-care provider.

This product (ke afl oral ) &8 to prevent pregs y. it does not protect apainst
transmission of HIV (AIDS) and other sexually 1] such 3s . genital herpes.
genntal warts, gonorrhea. hepatnis B, ang syphilis.

tastruttions for the Patient

(MPORTANT POINTS 10 REMEMBER,

BEFORE YOU START TAKING YOUR PILLS: -
1. BE SURE TO READ THESE OIRECTIONS:

Retnea v cram 1a




ical disturtances while Qking the pill. In 2d81bon. drugs such as Tampin, as well as some anticonvul-
Sants and some antibiotics, may Ll e .
snmsmmmwmenukinomon-umnﬂﬂmnmhausehﬂnithmdamrmme
breast or cervix. There is. however, nsuthciem evidence 1o rule out the possidiltty that pills may cause
Suth cancers.

Taking the pill provides some importam noncontracepive benetits. These wnciude less paintyt menstry-
ation. less menstrual blood loss and anema, tewer petvic infections. and fewer cancers of the ovary and
the hmng of the uterus.

Be sure to discuss any medical conditron YOU May have with your health-care proviger. Your heanth-care
prowider will take a medical and family history before prescnbing orat contraceptives ang wil! eamine
you. The phys:cal exammaton may be delayed 10 angther bme f you request 1t and the heatih-care
provider beheves that it 1s appropriate 1o postpone i, You Should be reexamined at least once a year while
taln ora! contraceptives. The detaled patient intormation leatiel gives you turther mtormation which
You should read and discuss with yous healtn-care provider,

This product (like 2!l orat conraceptives) is imended to prevent pregnancy. 1t does not protect agains:

Gansmission of HIV (AIDS) ang other sexally such as yda, genital herpes. .

oenrtal warts, gonorrhea, hepalitis B, ang Syohihs .
instructions lor the Patient

BEFORE YOU START TAKING YOUR PILLS:

1. BE SURE TO READ THESE DIRECTIONS:
Betore you start taking your pills.
Anytime you are not sure what o do.
THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PiLL EVERY DAY AT THE SAME TIME.
Ityou miss pills you could get pregnant. This inctuoes starting the pack tate. The more pills you miss,
the more fikely you are to get pregnant.

3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING. OR MAY FEEL SICK TO THEIR STOMACH
DURING THE FIRST 1-3 PACKS OF PILLS.
11 you feel sick 10 your stomach, do not Stop taking the pill. The prodiem wilt usuaily go away. It it
doesn’t 80 away, check with your 9octos or cimic.

4. MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING. even when you make up these
mssed pifls. On the days you take 2 pills to make up for missed pills. you could atso feel a Ittie sick
10 your stomach.

5. IF YOU HAVE VOMITING OR DIARRHEA, for any reason. or IF YOU TAKE SOME MEDICINES. mclud-
ing some antibiolics, your pills may not work as well
Use a back-up method (such as condoms or foam) until you check with your doctor or clinit

6. IF YOU HAVE TROUBLE REMEMBERING T0 TAKE THE PILL. talk 10 your doctor of climic about how
10 make pill-taking easier or about using another method of birth control.

7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN THIS LEAFLET, call
your goctor or clinic.

BEFORE YOU SYART TAKING YOUR PILLS:

1. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL. It 55 important to take it at about the
same time .

2. LOOK AT YOUR PILL PACK TO SEE THAT IT HAS 28 PILLS:
The'28-pill pack has 21 active” |orange-calored) pills (with hormones) to take tor 3 weeks. followed
by 1 week of “reminder” {ight-green} pills {without hormones)

3. ALSO FIND.
1) where on the pack to stan 1aking the piils,
2) n what order 10 take the pills (foliow the arrows) and
3) the week numbers as shown in ine foliowing example:

Examgite Onty:

Ight-green 1ablors ~m—

4 BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL {such as condoms o1 toam) to use as a backup method in case
you muss pills.

AN EXTRA. FULL PILL PACK,

WHEN Y0 START THE FIRST PACK OF PILLS:

You have a choice of which 43y to start 12king your hirst Back of pills. Decioe with your doctor or chnic

which is the best day for you. Pick 3 vme of 62y which will be easy to remember.

DAY 1 START:

1. Prex the day label strip that stants with the trst day of your period {this is the 03y you start bleeding
01 spothing. even if 1t is aimost midnight when the bleeding begins).

2 Place this day labe) strip on fhe cycle 1ablet dispenser card over the area that has the days of the
week (stanting with Sunday) pninted on the dispensing card.




Pick correct cay lave! [THU FRI'SAT SUN'MON TUE WED]

Pee! ana place tabel nere

Example
Only:

Note: If the first dav of your penod 15 a Sunday. you can skip steps #1 ang 42,

3. Taxe the tst * active” |orange-coiorea) owi of the hirst pack curing the first 24 nours of your perioc

4. You willt not need to use a back-up method of birth controi, since you are s1arung the pii at the
beginning ot your period.

SUNDAY START: .

1 Take the frst “active” [orange-coiored) pill of the hirst pack on the Sunday ater your periog stans
even if you are stil bleeaing. If your perion begins an Sunday. start the pack that same 0a

2. Use anatner metnod of bith conirol as a Dack-up metnod it vou have sex anynme from the Sunga;
YOu starl your first pack unbl the next Sunday {7 0ays). Conaoms or.1cam are good back-up meinogs
of burth control

WHAT T0 DO DURING THE MONTH:

1. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS EMPTY.
Do not sip pilrs even it YOU are 5p0Thing Or bieeding between monthly periods or tee! sick to vour
stomach tnauseal.
Do not skip pilis even you 00 not have Seéx very otien,

2. WHEN YOU FINISH A PACK OR SWITCH YOUR BRAND OF PILLS:
Stan the next pack an the day aher your last “teminder” pill. Do not wait any days between packs.

WHAT T0 00 IF YOU HAVE SPOTTING OR BLEEDING

I spotung or bleeting shouid occur at an unexpected time while on the pills coninue to take them as
duecied. This is usually emporary and without significance: however, it bieeding s persistent or protongea.
consult your physician, Also, ¢all your goctor about any problem which may boiher you

WHAT T0 DO IF YOU MISS A PERIOD

In rare instances a periog may be skipped, i you nave 1aken pilis as directed. continue as before.
Ho

ever. if you dio not 1ake your pills as directed (missed one Or more pills o startea taking them on a

WHAT T0 DO if YOU MISS PILLS

It you MISS 1 oranpe “active’ pil:

1. Take it a5 s00n as you remember, Take the next pill at your regular ume. This means you take 2 pills
01 day.

2. You do not need 10 use 3 back-up birth-controt method it you have sex.

It you MISS 2 orange-"active’ pills in a row in WEEK 1 OR WEEK 2 of youl pack:

1. Take 2 pills on the day you remember and 2 pills the next day

2. Theniake 1pifia G3y until you finish the pack

3. You MAY BECOME PREGNANT f YOu have sex in the 7 days after you miss pills. You MUST use
anather binth-controt Method (such as condoms or t0am) as a back-up for those 7 days

1 you MISS 2 orange “active’ pills in 3 row m THE 3rd WEEK:

1. Wyou sre a Day 1 Stanter:
THROW QUT the rest of the pill pack ang SIart a new pack that same day
! you sre 8 Sunday Starter:
Keep taking 1 pils every day until Sunday
0On Sunday. THROW QUT the rest of the Pack and start a new pack of pills that same day.

2. You may not have your periog this manth but this 15 expected. However. if you miss your period 2
Mmonths in a row. call your doctor o chnic becayse you might be pregnam

3. You MAY BECOME PREGNANT i ¥Ou have sex in the 7 gays atter you miss pills. You MUST use
another binth-control methad (such as congoms or f0am) as a back-up for those 7 days

It you MISS 3 OR MORE 0range “active’ pills i a row (during the first 3 weeks):

1. iyou are 8 Day 1 Starter:
THROW OUT the rest of the pili pack ang stan a new pack that same day
i you ars a Sunday Stanter
Keep taking 1 pili every day until Sunday.
On Sunday. THROW OUT the fes! of the pack and stant a new pack of Dills that same oay.

2. You may not have Yyour period this month but this is expected. However. if you miss your penod 2
months 0 a row. call your doctor or clivic because you nuight be pregnant. .

3. You MAY BECOME PREGNANT if YOU have sex in the 7 gays atter you miss pills. You MUST use
another birth-contral method (such as congoms o foam) as a back-up for those 7 days.

For adortional information see “Detaited Patent Lapeling.” -
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Ora! contraceptives. zlso known as "trth-control pills* or “the pill", are taken 10 prevent pregnancy, and

when taken correctly. have a tailure rate of less than 1.0% per year when used without missing any pills

The typical fanure rate of large numbers of pill users 1s less than 3.0% per year when women who miss

pills are mcluded. For most women 0Oral conlraceptives are also tree of Serious or unpleasant sige eftects.

However. torg 0 10 take pilis ¢ y increases the chances ol pregnancy.

For the majonty ol women, oral comtraceplives can be taken safely But there are some women who are at

high risk ot Ogveloping certain serious diseases that can be ife-threatening or may cause temporary or per-

maneni disabiltty or death. The nsks associated with taking oral con increase signifs y if you

* smoke

* have high blood pressure. diabetes. high cholesterol.

* have or have had cloting disoroers. neart attack, stroke. angina pectons, cancer of the breast or sex
0rgans. faundice. or matignant or benign hver tumors

. You should not-take the pill it YOU SUSDEC! you are pregnant or have unexplained vaginal tleeaing

Cigaretie smoking increases the risk of serious adverse eftects on the heart and blood vessels trom
. .| oral-contraceplive use. This rigk increases with age and with heavy smoking (15 or more tigareties
per day) and is quite marked in women over 35 years of age. Women who use oral contraceplives
should not smoke. T

Most side effects of the pill are not serious The most common such effects 18 Rausea. vomiting. bieeding

between menstrual periods, weight gain. breast tenderness. and difticulty wearing contact lenses. These side

effects. especaatly nausea ang vomitng. may subside within the tirst three months of use. . “
The serious side etfects of the pill occur very Intrequently, especially if you are n Qo0d heatth and go not ’

Smoke. However. you should know that the fotiowing megical conditions have been assoriated with or

made worse by the pill.

1. Blood ciots in the legs itis). tungs Y ). ¢ of rupture of 2 blood
vessel in the brain {stroke), btockage of biood vessets in the heant (heart atiack and angina pectons) or
ather organs of the body: As 2bove. smoking the risk of heart anacks ang Strokes .

and subsequent serious medical consequences
2. Liver tumors, which may rupture and cause Severe bleeding, A possible but not detinite association

has been tound with the pill and hver cancer. However. fiver cancers are extremely sare. The chance of

developing hver cancer from using the pill 1s thus even rarer

3. High blgod . although blooo usually returns 1o normal when the pili 15 Stopped.

The sympioms assocated with these serious sude etlects are discusseg in the detarled leallet grven to you with

your supply of pills. Notity your doctor or heanh-care provider if you notice any unusual physical disturbances

while taking the pifl. In addnion. drugs such as rampin. as well as some anticonvulsants and soms antibr- -
gucs. may decrease oral-contraceptive effectveness

Studies to date of women taking the pill have not shown an Increase in the incidence of cancer of the

breast or cervix, There 1s. however. insutticient evioence to fute ot the possibility that pills may cause

Such cancers.

Taking the pil) some nong benefits. These include less paintut menstry-

ation. less menstrual biood loss and anemia, lewer petnic Infections. and fewer cancers of the ovary and

the bning of the uterus :

Be sure to discuss any medical condition you may have with your heaith-care provider. Your heatth-care

provider will take a medical angd family history before prescribing oral contraceptives and will examine

you. The physical examnation may be delayed to another time it you request it and the heatth-care

You should read and discuss with your heaith-care provider

This product (like alt oral ¢ )is to prevent preg y. It does not protect against
transmission of HIV (AIDS) and other Ssexually such as chiamydia, genital herpes,
gendal warts, gonorrhea, hepatinis 8. and syphihs.

Instructions for the Patient

IMPORTANY POINTS Y0 REMEMBER,
BEFORE YOU START TAKING YOUR PILLS: -

1. BE SURE TO READ THESE DIRECTIONS
Betore you start taking vour pills,
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. your supply of pills. Notry vour doctor or heath-care prowider # you natee any unusual physical dsturbances . . had
- while taiang the pill. in 30dmon. drugs such as mampin, as wetl as SOme anuconvuisants and Some amid.-
otics. may orakc efte:
S . Studues to date of women taking the pill have not shown an increase m te incidence of cancer of the . E
IR - T breast or cervix. There is. however. insuthcient evdence 10 rute out e possibinty that pitls may cause .~ NN
o0 R .. . suthcangers. -~ . -
Taking the pill provides some important noncontraceptive benetrs. These mclude less painfut mensiry-
. | . - anon. kess menstruat bIDOO 0SS and anemia. lewer petvic tnlections. and tewer cancers of the ovary and

N ’ ) . - ) . the imng of the ulerus.
- . L s . . Be sure to discuss any medical condion you mMay have with your health-care provider, Your heann-care
: " T » ~=~“roviger will take a med:cal and family mistory petore prescnbing oral contraceptives and will examing

you. The physical examinahon may be Oelaved 10 another time Jf you request it and the health-care

provider behieves that it s appropriate 10 postpone 1. You should be reexamsned at least once a year whiie

taking oral coniraceptives. The detasled patient information ieatiet gives you further informanon which

you shoutd read and discuss with your health-care proviger.

This product {hke all oral contracepives) is intended 1o prevent pregnancy. it does not protect against

transmission of HIV (AIDS) ang other sexually SUCh as chiamygea—geauakterp

genial warts. gonorrnhea. hepatitis B. ana syphirs -

Instructions for the Patient
HOW 1O JTAKE THE PILL,

BEFORE YOU START TAKING YOUR PILLS: L e e TR i R
1 BE SURE TO READ THESE DIRECTIONS . L —_— . .

Betore you start taking your pills. . .o . .

Anytme vou are not sure what 1o do. L ..
2. THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE PILL EVERY DAY AT THE SAME TIME oo

1t you miss pills you could get pregnant. This inctudes starting the pack tate. The more piis you miss. . !

the more hkely you are to get pregnan!. ..
3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING, OR MAY FEEL SICK TO THEIR STOMACH :

DURING THE FIRST 1-3 PACKS OF PILLS . —_— .

1t you feel sick 1o your stomach. do not stop taking the pill. The probtem will usuatly go away. it 1t

doesn’| 80 away. check with your doctor or ¢linic.

. 4. MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT BLEEDING. even when VOu make up these
T . missed pilis O the days you take 2 pills to make up for missed pills. you could also fee! a iittie sick -
X . to your stomach, -
. . 5. IF YOU HAVE VOMITING OR DIARRHEA. for any reason, or IF YOU TAKE SOME MEDICINES. including
: |

some antibiohcs. your pilts may not work as well.
Use 3 back-up method (such as condoms or foam) untit you check with your doctor or clinic

6  IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE PILL, talk to YOour doctor of chmc aboul how
10 make pill-taking easier or about using anotner method of birth control

7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT THE INFORMATION IN THIS LEAFLET, can
your doctor or chnic.

BEFORE YQU START TAKING YOUR PILLS:

1. DECIOE WHAT TIME OF DAY YOU WANT TO TAKE YOUR PILL. it 1s 1mponant to take nt at about the
same time every day. : .

2. LOOK AT YOUR PILL PACK TO SEE THAT IT HAS 21 PILLS:

. The 21-pill pack has 21 “active™ Jorange~cotored) pills (with hormanes) to take for 3 weess. followed
T by 1 week without pills.

3. ALSO FIND:
1) where on the pack 1o stant taking the plls,
2) 10 what order 10 take the pis (follow the arrows) and .
3) the week numbers as shown in the toliowing example: M

Example Only:

s
Grange-coored et :'......‘::; A
‘0000OQGOO

4. BE SURE YOU HAVE READY AT ALL TIMES .
ANOTHER KIND OF BIRTH CONTROL (such as congoms or toam) 1o use as a backup method in case
you miss pilis.
AN EXTRA. FULL PILL PACK.

WHEN T0 START THE FIAST PACK OF PILLS:

You have a choice of which day to starnt taking your tirst pack of pills Decide with YOur doctor or chmic

which is the best day 1or you. Prck 3 time of day which will be asy 10 remember.

DAY 1 START: -

1. Pick the 0ay label strp that starts with the first day of your period (this 15 the day you sfart Dbleeding -
0f spotting. even i o 1s almost midmight when the bleeding begsns).

2. Place this gay labet strip on the Cycle tablet dispenser cargt over the area that has the gays of the
week (starting with Sungay) printeg on the aispensing card .




A

Prek correct day tabe) ITHU FRI SAT SUN MON TUE WED|

Peel ang piace 1abe! here.

Example
Onyy:

Note: If the first day of your penoa s 3 Sunday, you can siop steps #1 ang #2

3. Take the trst “active- |orange-cotored) pill of e hrst pack durmg the first 24 Bours of your periog

4. You will not need 10 yse  back-up metmod of birth control since you are starting the pm at tne
beginning of your penog.

SUNDAY START:

1. Take the first “active- |orange~cotoved] pilt of the hrst pack on the Sundav atter your periog Starts.
even i vou are still bieeding. 1t your periog BeQins on Sunaay. stan the pack thal same ga.

2. Use anotner mainod of birtn conirol as a back-up method o you have sex anvume trom the Sungay
YOu start your hrst pack until the next Sunday (7 oays). Congoms or foam are good back-up metn-
00s of birtn control.

WHAT T0 DO DURING THE MONTH:

V. TAKE ONE PILL AT THE SAME TIME EVERY DAY UNTIL THE PACK IS EMPTY.

Do not skip pills even i you are SPOTNG Of bieeding between manthly periods o feel sick 10 you:
stomach (nausea).
Do not skip pills even it YOU G0 not have sex very ofien

2. WHEN YOU FINISH A PACK OR SWITCH YOUR BRAND OF PiLLS:

Wail 7 0ays to start the nex pack. You will probably have your periog during that week. Be sure that
o more than 7 days pass between 21-day packs

WHAT T0 DO IF YOU HAVE SPOTYING OR BLEEDING
It spating or bleeding shoutd occur at an unexpected rme while on the pills Continue to take them as directeg
Ths 15 usually temporary and without significancs: Rowever. # bieeding 1s persistent o prolangeo. consult
your physican. Also. call your dotior about any probiem which may bother you
WHAT T0 DO IF YOU MISS$ A PERIOD
In rare nstances a penog may be skipped It you have 1axen pilis as directag, continue as before
However. it you did not take your piiis as directed {missed one or more pills or slarteg taking them on 3
Qay iater than you should have) ano miss a penioo. or it YOU Miss two successive Pperods even thoygh
you tollowed directions, Stop aking your pilis ang catt YOur physitian promptiy since pregnancy shoulg
De ruled out betore you continue medication. Angther method of binh contro! other than oral contra-
ceptives should be yseg aunng this hme.
WHAT T0 DO IF YoU miss PILLS
1 you MISS 1 grange “active’ put
1. _Tal;e 1135 S000 3s you rememper Take the nexi Pil 3t your reqular time. This means you take 2 pills
n 1 day.
2. You 60 not need 1o use a back-up birth-control method if you have sex.
 you MISS 2 01ange “active’ pilis in a row in WEEK 1 OR WEEK 2 of your pack-
1. Take 2 pills on the 4day you remember and 2 ols the next day,
2. Thentake 1 pili 3 day unti you hnish the pack.
3. You MAY BECOME PREGNANT it you have sex n the 7 days after you miss pills. You MUST use
another birth-control methog Isuch as conaoms or foam) as a back-up for those 7 days
I you MISS 2 orange “active’ pills in a row in THE 3rd WEEK:
1. Hyoo are o Day 1 Starter-
THROW QUT the rest of the Pill pack and start a new pack that same gay.
1 you sre & Sunday Starter:
Keep taking 1 pili every day until Sunday.
On Sunday. THROW OUT the rest ot the pack ang stan a new pack of pills that sgme day.
2. You may not have your period this month but this 15 expected. However. it you miss your penod 2

1 you are 2 Day 1 Starter:

THROW OUT the rest of the pill pack and stan a new Back that same day.

1 you are s Sunday Starter:

Keep taking 1 pill every day untit Sunday.

On Sunday. THROW OUT the rest of the pack and stan a new pack of pils that same aay.
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